i Iftse 3ii<;l!!i^lfls do mi latiude a!i the iniormation aeeded to use 

\umiCAmi. 

imMiCADE aaflkimab) 
Initia! U.S. .4pprovaI: {998 



.V^e full prescribing^ information for complete boxed warning 

increased nsk oi seriou? mlechoiis ieadiaj; to hosfjilalizaboa or 
death, iiieiutliiig tubereuiosis i list, baetei-isi sepsiS, iHvasive SuHgai 
mlections (such as histoplasmosis) aad inlectioas due to o&er 
oppoi-tuHislie pathogens. 

mM\( \S>f siioiiifjbi dj'toiinuiKd d . p Jljfiiidoi !»p' muoiiv 
iifieclioif ar sepsis during treatment. 

Vi-.nurm test toi- iateiil f B: li positive, start ti-eatmetit Usr I iJ prsiji- to 
starting REMIC.4DE. 

Monitor aJI patients !or active TB dnring treatment, fven it iiiitia] 
iaient TB test is negative. (5.1) 

;V1AI,:!(";NAN€Y 

eliildi'en and adiiiescent patients treated vntSi TNF bkiskei-s. indndiiig 

Postmarketai«4 cases oi liepatospleiiic 1-ccU Ivaiphoiiia iHt?lCL). a 
rare type o} 5 -eeii lymphoma, have been reported m patients treated 
vsl^!!T^^Wockc» incSudin^RFMIC 5iDr )ilU ! es vtcs i i ep i kd in 
patients with t.tobii s disease and isicet iitive coiitis. Ike irifijoritv of 
whom were adifk=sceat ar vimng adult males. Tins rare, aggressive 
i-celi Ivtaphoma is iatai. Ml of these patients had received treatraeat 
wit!i azathioprine or 6-inercaptopurine concismitaiitJy with 
I<5':M1<" AOSC a! 01- prior to diai'OijSis. 



S knatnet oiiti xl 1} 
Rhcmnaioid Siiihtiti (1 1> 
S . 1 ..Jill j it 1 II 
AnkvSosing Spondviitis (2,4 ( 
Fsoria lie Arthritis (2.5) 
Piatpje Psoriasis (2,6) 



11 It" 
1 f ^,1 1 11 1 
4 ^ tks 



'^FMU JTF 1 .-s ^ ,v m ft ie ne ose --ehe ! hue ( 



,1 n oi di--ki 1 diit 1 V^" [IC ' PF I 

« ii tlaii_ . ij L np jiia t,tii 

i|oiiht ij cii -u , SI s ht ij ks -i 

L 11 1 1 ! ] mdl;;3 3 - 11 nte t 



L \a 11 ^ Ivi^LlC N 1 (L mt jii a) 
O s ur ,-iii J] itii(. 



1 1 1 nl ]f ht pit 1 
le} It I F u i-dL 



111 ie } iitc< K a stop-ill ;;R^^[IC 'PF o 

111 itV 111 jflSO Ul I III 111 J1|) MSO 

ilIal Ili Kio sni u ( 

iidt s ii -dse c< 1 ] ie ■>!< ppm., RFf IK \PF i e .-no 



111 - t jil._Mi '.DL is li 



5.10) 



Rlienmatifid Arthritis < i3) m eoinbination with m 



\ !oi sin I sd^h s ! ,j 
Psomti. Utkiihsii-) 



ill ^ ji . iis_ii a ji r 

HijtUu 11 ilil.^MlC'.DL B ^uitinl 



P] iqne Ps iS U f 



is S s Si' ' IS It >Oi't I si ONs 



EXHIBIT U 



: !Ni)ir.Vi IONS VNiS s S^Gi. 



LC Ai*jius 



l><.)SAr)E FORMS AND STRENGT'HS 



t: 2 Post-mc;ket,:3g ir-crerienct: 
5>!il t; >\il.R isC-NS 

7.: Met!-i.iUe\aie iMTA i and Other C . c 

USE m SPKCIiilC POPliLATIONS 



NlJj: 



8.4 Pediatiic Use 

OVERDOSAGE 
5>i-.sn<li' i ION 
( i \\\< Ai. S'iUmUfi; 

i :.l Meehains.tn f! Action 



\OMiA\\( Ai/iO\i( UiXn:\ 

C .-ifcjjio^-cjies.s, >feageiwsj=. fnipaiiT.i&it of fiifdhtjf 
CMNK Ai: S'i tii)iES 

14.2 Ulcerative Coiitis 

14- \nl'. OS ^ M no its 

14.6 Piaque Psoriasis 
!ii-.!!;!<ENti-.S 

SiOW S! PiM,H.:),Ni<i:<i>C;K A\!>:iANJfJ,!>f. 

a)!iNSE!,!N("; i 



FULL PRESCRIBING INFORMALION 



WARNINC^S 

SERIOUS INFECTIONS 

Patlefits treated with REMICADE® are at Mu-reased risk for developirsg serious mhtimm 
that may lead to hospltallzatloii or death [see Wm-nrngs and Precautions (5.1) and Adverse 
Eeacthms (6JJj Most patients who developed tSiese iijfections were taking concomitant 
smirsonosuppressants stsch as rrsethotrexate or corticosterosds, 

REMICADE should be discositiiiued if a patient develops a serloiss Infection or sepsis. 
Reported Infections inclnde: 

• Active tobercidosls, mclsidmg reactivatioii of latent tsiberciilosls. Patients with 
tisbereniosis i^ave freqisentiy presented with dissemlMated or extrapnlnionary 
disease, i'atlents should be tested for latent tnbercolosis before REMICADE nse and 
diiriiig therapy,^'^ Treatment for latent mfeetlon shonid be initiated prior to 
REMICADE nse. 

• Im'aslve fongai lofoctloos, Indodlng histoplasmosis, cocddioidomycosis, caodidiasis, 
aspergillosis, blastomycosis, and pnenmocystosis. Patients with histoplasmosis or 
other iovasive fnogal Infections may present with disseminated, rather tbao 
localised, disease. Antigen and antibody testing fm histoplasmosis may be negative 
In some patients with active iiifectioii. Empiric aiiti-fmigal therapy shonid be 
considered lo patients at risk for invasive fnngal Infections who develop severe 
systemic illness, 

• Bacterial, virai and other infections dne to opportunistic pathogens. 

Ibe risivs and benefits of treatment with REMICADE sboold be carefniiy coosldered prior 
to Initiating therapy in patients wlti^ chronic or recnrrent Infection. 
Patients should be closely monitored for the development of signs and symptoms of 
Infection during and after treatment with REAIICADE, bidoding the possible development 
of tnbercnlosis In patients who tested negative for Ut^wt tnbercolosls infection prior to 
initiating therapy, 

MALIGNANCY 

Tymphoma and other mabgnandes, some IMal, have been reported in children and 
adolescent patients treated with TNE blocicers, inclnding REMICADE [see Warnings and 
PreciUiiiom (x2)J. 

Postmarlietlng cases of hepatosplenic T-cell lymphoma (HSTCL), a rare type of T-ceii 
lymphoma, have been reported in patients treated with TNF blodcers Indodlng 
REMICzlDE, These cases have had a very aggressive disease course and have been fatal. 
Ad reported REMICADE cases have occnrred In patients with Crohn's disease or 
nfceratlve colitis and the majority were in adolescent and yonng adnb males. All of these 
patients had received treatment with azathloprine or 6-mercaptopnrlne coneonistantiy with 
REMICADE a^ or prio :== -i;-::- =■ ; • 
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1 INDICATIONS AND USAGE 
J,l Crolm's Disease 

REMICADI:' is indicated for reducing signs and symptoms and inducing and maintaining clinical 
remission in adult and pediatric patients with moderately to severely active Crohn's disease who 
have had an inadequate response to conventional therapy [see Use in Specific Populations (8.4)] . 

REMICADE is indicated for reducing the number of draining enterocutaneous and rectovaginal 
fistulas and maintaining fistula closure in adult patients with fistulizing Crohn's disease. 

1.2 Ulcerative Colitis 

REMICAI.1E is indicated for reducing signs and symptoms, inducing and maintaining clinical 
remission and mucosal healing, and eliminating corticosteroid use in patients with moderately to 
severely active ulcerative colitis who have had an inadequate response to conventional therapy. 

1.3 Rheumatoid Arthritis 

REMICAI.1E, in combination with methotrexate, is indicated for reducing signs and symptoms, 
inhibiting the progi'ession of structural damage, and improving physical function in patients with 
moderately to severely active rheumatoid arthritis. 

1.4 Asikyloslog Spondylitis 

REMICADE is indicated for reducing signs and symptoms in patients with active ankylosing 
spondylitis. 

1.5 Psoriatic Arthritis 

REMICADE is indicated for reducing sigiis and symptoms of active arthrilis, inhibiting the 
progression of stmctural damage, and improving physical function in patients with psoriatic 
arthritis. 

1.6 Plaque Psoriasis 

REMIC ADE is indicated for the treatment of adult patients with chronic severe (i.e., extensive 
and/or disabling) plaque psoriasis who are candidates for systemic therapy and when other 
systemic therapies are medically less appropriate. IltlMICADE should only be administered to 
patients who will be closely monitored and have regular follow-up visits with a physician [see 
Boxed WARNINGS, Warnings and Precautions (5)] . 

2 DOSAGE AND ADMINISTRATION 

2.1 Crohi^'s Disease or Fistnllziiig Crohn's Disease 

The recommended dose of REMICADE is 5 mg/kg given as an intravenous induction regimen at 
0, 2 and 6 weeks followed by a maintenance regimen of 5 mg/kg every 8 weeks thereafter for the 
treatment of adults with moderately to severely active Crohn's disease or fistulizing Crohn's 
disease. For adult patients who respond and then lose their response, consideration may be given 
to treatment with 10 mg/kg. Patients who do not respond by Week 14 are unlikely to respond 
with continued dosing and consideration should be given to discontinue REMICADE' in these 
patients. 
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The recommended dose of REMICADE for children with moderately to severely active Crohn's 
disease is 5 mg/kg given as an intravenous induction regimen at 0, 2 and 6 weeks followed by a 
maintenance regimen of 5 mg/kg every 8 weeks. 

2.2 Ulcerative Colitis 

The recommended dose of REMICADE is 5 mg/kg given as an intravenous induction regimen at 
0, 2 and 6 weeks followed by a maintenance regimen of 5 mg/kg every 8 weeks thereafter for the 
treatment of moderately to severely active ulcerative colitis. 

2.3 Rheumatoid Arthritis 

The recommended dose of REMICADE is 3 mg/kg given as an intravenous induction regimen at 
0, 2, and 6 weeks followed by a maintenance regimen of 3 mg/kg every 8 weeks thereafter for 
the treatment of moderately to severely active rheumatoid arthritis. R^EMICADE should be given 
in combination with rnelholrexate. For patients who have an incomplete response, consideration 
may be given to adjusting the dose up to 10 mg,'kg or treating as often as every 4 weeks bearing 
in mind that risk of serious infections is increased at higher doses [see Adverse Reactions (6.1)]. 

2 A Aokyiosliig Spondylitis 

The recommended dose of REMICADE is 5 mg/kg given as an intravenous induction regimen at 
0, 2 and 6 weeks followed by a maintenance regimen of 5 mg/kg every 6 weeks thereafter for the 
treatment of active ankylosing spondylitis. 

2.5 Psoriatic Arthritis 

The recommended dose of REMICA DE is 5 mg/kg given as an intravenous induction regimen at 
0, 2, and 6 weeks followed by maintenance regimen of 5 mg/kg every 8 weeks thereafter for the 
treatment of psoriatic arthritis. REMICADE can be used with or without methotrexate. 

2.6 Plaque Psoriasis 

The recommended dose of REMICADE is 5 mg/kg given as an intravenous induction regimen at 
0, 2, and 6 weeks followed by maintenance regimen of 5 mg/kg every 8 weeks thereafter for the 
treatment of chronic severe (i.e., extensive and/or disabling) plaque psoriasis. 

2.7 Mosiltorlsig to Assess Safet\' 

I Prior to initiating REMICADE and periodically during therapy, patients should be evaluated for 
active tuberculosis and tested for latent infection [see Warriings and Precautions (5.1)]. 

2.8 Admii«stratlo!i h^striictioi^s Regardii^g Infusion Reactioi^s 

Adverse effects during administration of REMICADE have included ilu~like symptoms, 
headache, dyspnea, hypotension, transient fever, chills, gastrointestinal symptoms, and skin 
rashes. .Anaphylaxis might occur at any time during IIEN'IICADE infusion. Approximately 20% 
of REMICADE-treated patients in all clinical trials experienced an infusion reaction compared 
with 10% of placebo-treated patients [see Adverse Reactions (6.1)] . Prior to inlusion with 
REMICADE, premedication may be administered at the physician's discretion. Premedication 
could include antihistamines (anti-Hl +l~ anti-H2), acetaminophen and'or corticosteroids. 
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During infusion, mild to moderate infusion reactions may improve following slowing or 
suspension of the infasion, and upon resolution of the reaction, reinitiation at a lower infusion 
rate and/or therapeutic administration of antihistamines, acetaminophen, and/or corticosteroids. 
For patients that do not tolerate the infusion following these interventions, REMICADE should 
be discontinued. 

During or following infusion, patients who have severe infusion-related hypersensitivity 
reactions should be discontinued from further REMIC'ADE treatment. The management of 
severe infusion reactions should be dictated by the signs and swiptoms of the reaction. 
Appropriate personnel and medication should be available to treat anaphylaxis if it occurs. 

2,9 €?e5ieral Cosisideratiosis asid Isistrisctions for Preparation asid Admiiilstratkm 

REMICADE is intended for use under the guidance and supervision of a physician. The 
reconstituted infusion solution should be prepared by a trained medical professional using aseptic 
technique by the following procedure: 

1. ( LjLi^ t'lo a -vo lo J soil n^. 0 '-o.-^'n'vtiLitoJ Rl \H<' 'KD s on n^.^ anc d-^ 
mmbo 0 R \\K \h ^ loU.d 1 cl Ri \U \J va ^n\Un-^ ';;{! o 1^ 
mflixuiiab antibody. 

2. R.^o ,nutoo U-! R \\K \ ^ a vih \') So LH . o In on ! sR .isi < 
sMiugc equipped wiih a 21-gduge oi siiiallei iieedle as tollo^^ s ReuioAc the ihp-top hoiii 
^ho \!(1 cii a v^ ■> t X- op wi'h \r coiv"^ "^v^ .-^ hsci' n ig>. i eodlo nlo ^i v \ 

1 'i^ut^b 1 ^ CO lUi oi no n y>-:r ^ up v^- \1 o.uoc i lo ^ r^.> ■)\ M^r lo Vv . h eci . r 

LSP to the glass \\ iW oi Oie Md\ Gcnih swnl the soliUiou b-s loidtuig ilio mA lo »libso]\e 

bo booh i.od oov^.^i \\oa psolo-^or vi^rou, .^.n K-i DO \k 
[ oarauig ol the sohition on leconslitution s-h not uiiu-Hual \[lo^\ the ieconstuuted sohition to 
s ^ id lo 1^ iuu ^ I ( uho ^hv"^u d b( CO or o"^NnUd' >ol cit. oi loscov di a 
A-K. s jt OP ra\ c>e>o!<)o . osv t a'^s ucor pasti>.los s n i\iri -) i , a t-oIo i )o not u-vO d 
the hophih/cd cdke has not lulh dissolved oi il opaque pdrticles, di^coloidtion oi other 
lore) an panictcs arc present, 

3. Mi .sio { le u \o]i nse o iocu-sj i co> M « \J s. .si or dos. lo 2-^0 \ -{ n I 

s 0 i i, 0 V* , SocJi i! ( luMcx ;qi,..''n I "^P b\ a Ic. cU\ a voutio v\\!J J'o 
vo amo ol -..^'H'vl t.> od R: \1 \J \on t e V, n i i n i. -lo uk ijccv on ' S.', iHi 
\l boid^o baii Slo^Jv .dd l^.oia ^oU iio u! on4 .od RL Ml^ KJ s. ai or to { le 
''■^O if iu^on ixxile s Xi--' C 0!\b \ 1 Cnu ^j? i u"^ on o ro>. i! cU r -.x^ud 
ranee Dclwccn O.'-s mg'snL and 4 mg/mL. 

4. T \Mr I isio ^ so ulio MMiisi ]\^ cuh 1! Msioiod o^ o x^i <- d <^ no. os-- Kin \">ur> d iu >i 
use an infusion set vtith an m-lme. sterile, non~pvrogeiiic. low-protem-bmding tilter i pore 

SL ^ . 1 2 Jl Cs-v) 10 s ! J •> do ilO. Cu' . ir .UKCC.' MOsCisalV^i 1 \"iO OiO 

unused pottioii ol the inlusioii solution -^lioubl not bo slojod toi teuse 

5. \o Ti>sic<l bKn,bomi>.a >.s,'r -^..ni \U "vl di^.-^ ^^d^K. boon co'-ducvud .o ova aa.o tbo co 
a.Mi liM !0! <^ R \VX \Dl <H .jo' ^ R: ( \[>l ski d iio. be Mu^od 
C'^XN^i^ ( nt ^ ni ( sdpx^ nl \^ on-v s 1 \ ^\ U ^ n .^:;onu 

6. Taso'iRiJ T'-asi T-odu^^ts s d bo \ .ooi.tod -^lul \ bo o e . i.l a ici econsiUaU'n k'i 



container perrnit. If visibly opaque particles, disco] oratioi;-! or other foreign particulates are 
obser/ed, the soliition should not be used. 

3 DOSAGE FORMS AND Sl'RENG'rHS 

100 mg vial: 100 mg h/ophiiized infliximab m a 20 mL vial. 

4 CONTRAINDICATIONS 

REMICADE at doses >5 mg/kg should not be administered to patients with moderate to severe 
heart failure. In a randomized study evaluating REMICADE in patients with moderate to severe 
heart failure (New York Heart Association [NYHA] Functional Class IMV), REMICADE 
treatment at 10 mg/kg was associated with an increased incidence of death and hospitalization 
due to worsening heart failure [see Warnings and Precautions (5.5) and Adverse Reactions 
(6. 1)]. 

REMICADE should not be re-adminisiered to patients who have experienced a severe 
hypersensitivity reaction to RliMJCADE. Additionally, RliMlCAE^E should not be administered 
to patients with known hypersensitivity to hiactive components of the product or to any murine 
proteins. 

5 WARNINGS AND PRECAUllONS (see Boxed WARNINGS) 
5.1 Serious Infectloijs 

Serious and sometimes fatal infections due to bacterial, mycobacterial, invasive fimgal, viral, or 
other opportunistic pathogens have been reported in patients receiving TNF-blocking agents. 
Among opportunistic infections, tuberculosis, histoplasmosis, aspergillosis, candidiasis, 
coccidioidomycosis, listeriosis, and pneumocystosis were the most commonly reported. Patients 
have frequently presented with disseminated rather than localized disease, and are often taking 
concomitant immunosuppressants such as methotrexate or corticosteroids with WEMlCAUYi. 

l"'reatment wath REMICADE should not be initiated in patients wath an active infection, 
including clinicany importfint localized infections. The risks and benefits of treatment should be 
considered prior to initiating therapy in patients: 

• with chronic or recurrent infection; 

• who ha ve been exposed to tuberculosis; 

• who have resided or traveled in areas of endemic tuberculosis or endemic mycoses, such 
as histoplasmosis, coccidioidomycosis, or blastomycosis; or 

• with underlying conditions that may predispose them to infection. 

Cases of reactivation of tuberculosis or new tuberculosis infections have been observed in 

patients receiving ]11:-A1K;'A];)F:, including patients who have previously received treatment for 
latent or active tuberculosis. Patients should be evaluated for tuberculosis risk factors and tested 
for latent infection prior to initiating REMICADE and periodicalh/ during therapy. 

Treatment of latent tuberculosis infection prior to dierapy with TNF blocking agents has been 
shown to reduce the risk of tuberculosis reactivation during therapy. Induration of 5 nun or 
greater with tuberculin skin testing should be considered a positive test result when assessing if 



7 of 53 



treatment for latent tuberculosis is needed prior to initiating REMICADE, even for patients 
previously vaccinated with Bacille Calmette-Guerin ( BCG). 

Anti-tuberculosis therapy should also be considered prior to initiation of REMICADE in patients 
with a past histoiy of latent or active tuberculosis in whom an adequate course of treatment 
cannot be confirmed, and for patients with a negative test for latent tuberculosis but having risk 
factors for tuberculosis infection. Consultation with a physician with expertise in the treatment of 
tuberculosis is recommended to aid in the decision whether initiating anti-tuberculosis therapy is 
appropriate for an individual patient. 

Tuberculosis should be strongly considered in patients who develop a new infection during 
REMICADE treatment, especially in patients who have previously or recently traveled to 
countries with a high prevalence of tuberculosis, or who have had close contact with a person 
with active tuberculosis. 

Patients should be closely monitored for the development of signs and symptoms of infection 
during and after treatment with RF.MICADE, including the development of tuberculosis in 
patients who tested negative for latent tuberculosis infection prior to initiating therapy. Tests for 
latent tuberculosis infection may also be falsely negative while on therapy with RE'MICADE. 

REMICADE should be discontinued if a patient develops a serious infection or sepsis. A patient 
who develops a new infection during treatment with REMIC ADE should be closely monitored, 
undergo a prompt and complete diagnostic workup appropriate for an immunocompromised 
patient, and appropriate antimicrobial therapy should be initiated. 

For patients who reside or travel in regions where mycoses are endemic, invasive fungal 
infection should be suspected if they develop a serious systemic illness. Appropriate empiric 
antifungal therapy should be considered while a diagnostic workup is being performed. Antigen 
and antibody testing for histoplasmosis may be negative in some patients with active infection. 
When feasible, the decision to administer empiric antifungal therapy in these patients should be 
made in consultation with a physician with expertise in the diagnosis and treatment of invasive 
fungal infections and should take into account both the risk for severe fungal infection and the 
risks of antifungal therapy. 

5.2 Maligs^afurles 

Malignancies, some fatal, have been reported among children, adolescents and young adults who 
received treatment with TNF-blocking agents (initiation of therapy < 18 years of age), including 
REMICADE. Approximately half of these cases were lymphomas, including Hodgkin's and non- 
Hodgkin's Iwiphoma. The other cases represented a variety of malignancies, including rare 
malignancies that are usually associated with immunosuppression and malignancies that are not 
usually observed in children and adolescents. The malignancies occurred after a median of 30 
months (range 1 to 84 months) after the first dose of TN F blocker therapy. Most of the patients 
were receiving concomitant immunosuppressants. These cases were reported post-marketing 
and are derived from a variety of sources, including registries and spontaneous postmarketing 
reports. 
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Postmarketing cases of liepatosplenic T-cell Kinphoma (HSTCL), a rare type of T-cell 
lymphoma, have been reported in patients treated with TNF blockers including REMICADE. 
These cases have had a very aggressive disease course and have been fatal All reported 
RE^MICADE cases have occurred in patients widi Crohn's disease or ulcerative colitis and the 
majority were in adolescent and young adult males. All of these patients had received treatment 
with the immunosuppressants azathioprine or 6-mercaptopurine concomitantly with REMICADE 
at or prior to diagnosis. It is uncertain whether the occurrence of HSTCL is related to 
REMICADI:' or REMICADI:' in combination with these other immunosuppressants. 

In the controlled portions of clinical trials of some TNF-blocking agents including REMICADE, 
more malignancies (excluding lymphoma and nonraelanoma skin cancer [NMSC]) have been 
observed in patients receiving those TNF-blockers compared with control patients. During the 
controlled portions of REMICADE trials in patients with moderately to severely active 
rheumatoid arthritis, Crohn's disease, psoriatic arthritis, ankylosing spondylitis, ulcerative colitis, 
and plaque psoriasis, 14 patients were diagnosed with malignancies (excluding lymphoma and 
NMSC) among 4019 REMICADE-treated patients vs. 1 among 1.597 control patients (at a rate of 
0.52/100 patient-years among REMICADE-treated patients vs. a rate of 0,11/100 patient-years 
among control patients), with median duration of follow-up 0.5 years for REMICADE-treated 
patients and 0.4 years for control patients. Of these, the most common malignancies were breast, 
colorectal, and melanoma. The rate of malignancies aniong REMICADE-treated patients was 
similar to that expected in the general population whereas the rate in control patients was lower 
than expected. 

In the controlled portions of clinical trials of all the TNF-blocking agents, more cases of 
lymphoma have been observed among patients receiving a TNF blocker compared with control 
patients. In the controlled and open-label portions of REMICADE clinical trials, 5 patients 
developed Kmphomas among 5707 patients treated with REMICADE (median duration of 
follow-up 1.0 years) vs. 0 lymphomas in 1600 control patients (median duration of follow-up 0.4 
years). In rheumatoid arthritis patients, 2 lymphomas were obseiTed for a rate of 0.08 cases per 
100 patient-years of follow-up, which is approximately three-fold higher than expected in the 
general population. In the combined clinical trial population for rheumatoid arthritis, Crohn's 
disease, psoriatic arthritis, ankylosing spondylitis, ulcerative colitis, and plaque psoriasis, 5 
lymphomas were obsen-ed for a rate of 0.10 cases per 100 patient-years of follow-up, which is 
approximately four-fold higher than expected in the general population. Patients with Crohn's 
disease, rheumatoid arthritis or plaque psoriasis, particularly patients with highly active disease 
and/or chronic exposure to immunosuppressant therapies, may be at a higher risk (up to several 
fold) than the general population for the development of lymphoma, even in the absence of TNF- 
blocking therapy. Cases of acute and chronic leukemia have been reported with postmarketing 
TNF-blocker use in rheumatoid arthritis and other indications. Even in the absence of TNF 
blocker therapy, patients with rheumatoid arthritis may be at a higher risk (approximately 2-fold) 
than the general population for the development of leukemia. 

In a clinical trial exploring the use of REMICADE in patients with moderate to severe chronic 
obstructive pulmonary disease (COPD), more malignancies, the majority of lung or head and 
neck origin, were reported in REMICADE-treated patients compared with control patients. All 
patients had a history of heavy smoking [see Adverse Reactions (6.1)], Prescribers should 
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exercise caution when considering the use of R.EMICADE in patients with moderate to severe 
COPD. 

Psoriasis patients should be monitored for nomnelanoma skin cancers (NMSCs), particularly 

those patients who have had prior prolonged phototherapy' treatment. In the maintenance portion 
of clinical trials for REMIGADF;, NMSCs v^ere more common in patients with previous 
phototherapy [see. Adverse Reactions (6.1)]. 

The potential role of TNF-blocking therapy in the development of malignancies is not known 
[see Adverse Reactions (6.1)] . Rates in clinical trials for REMICADE cannot be compared to 
rates in clinical trials of other TNF-blockers and may not predict rates observed in a broader 

patient population. Caution should be exercised in considering REMICADE treatment in patients 
with a historf of malignanc}'' or m continuing treatment m patients who develop malignancy' 
while receiving REMICADE, 

5.3 Ik'paiiljs B Vjfiss Reaciivation 

I -,e of T\rbjutku- iucludni,^ RTMIC \Y)Y hd"- b.cii d-,'.otutea ^Mih kvji li\ dliot! ot jiepdiUis B 
viras (HBV) m patients who are chrome earners of tins virus. In some instances. HBV 
reaclivalion occmnng in conjunctu^n '\ith \ \\ hlviSci llicmpv has been lalal (he niaioiUv ot 
these. Kport-H lla^ cuucd m juUient- i » m » mil ^nlK lecei^ nijj oUiei medic ^iion ihw uppi s'^ 
the immune svstem, which mav also contribute to HBV reactivation. Patients at risk for HBV 
iniecliot! sbuujdbt.- ijudlod tot pnot e">ide5Ke o1 IIBV intectiori botoro iuitutn),^ TTnF bUxkci 
dierapv. Prescnbers should exercise caution ni prescribnig INF blockers, nicludnig 
Rl \tk \j)l , toi pauenl'. klenldied a, cairiei'- ot \dequ3le data are not cv- adable .*n the 

-iiiet^ oj ottiwit^ oj licituig pdtient-, vjio dr^ taiueis ul HBV wit]i mt!-\jidl tbot ipv n\ 
Cv"^! ui ci r\vih 1 \1 hv"^c<e^L! ap\ ■^'^ie-eU i:i\ 5>.ct\. '^n \i le Us ^^ bo . . cai^ 
l-IBV and require treatment with LM- blockers should be closelv rnonuored tor climcat and 
iaboratorv signs ot active HB\' iniection throughout therapv and tor several moiidis iollovvmg 
termination ot therapv- In patients who develop HBV reactivation. INb blockers should be 
•stopped dud dutivud thoi ipv \\\{]-\ ippiopnate Mipportue tnatmuit "-honld be unUdted Tb^ 
saletv oi resuming TlNF blocker therapv arier HB\' reactivation is controlled is not known, 
(heretore pie'-t.iibei'- should exercise cantuu! when Loti--ideritiji reiuniptu^n A IM blocker 
therapv in this situation and monitor patients closelv. 

5.4 llepatotoxkity 

Severe hepatic reactions, including acute liver failure, jaundice, hepatitis and cholestasis have 
been reported rareh/ in postmarketing data in patients receiving REMICADE. .Autoimmune 
hepatitis has been diagnosed in some of these cases. Severe liepatic reactions occurred between 2 
weeks to more than 1 year after initiation of REMICADE; elevations in hepatic aminotransferase 
levels were not noted prior to discovery of the liver injury in many of these cases. Some of these 
cases were fatal or necessitated liver transplantation. Patients with symptoms or signs of liver 
dysfunction should be evaluated for evidence of liver injur}'. If jaundice and/or marked liver 
enzyme elevations (e.g., >5 times the upper limit of normal) develop, REMK^'ADE: should be 
discoivb'nued, and a thorough investigation of the abnormality sliould be undertaken. In clinical 
trials, mild or moderate elevations of ALT and AS'I' have been observed in patients receiving 
REMICADE without progression to severe hepatic injury [see Adverse Reactions (6. 1)]. 
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5.5 Patients with Heart Failure 

REMICADI:' has been associated with adverse outcomes in patients with heart failure, and 
should be used in patients with heart failure only after consideration of odier treatment options. 
The results of a randomized study evaluating the use of R^EMICADE in patients with heait 
failure (NYf-IA Functional Class III/IV) suggested higher mortality in patients who received 10 
mg/1ig REMICADE, and higher rates of cardiovascular adverse events at doses of 5 mg/kg and 
1 0 mg/kg. There have been post-marketing reports of worsening heart failure, with and without 
identifiable precipitating factors, in patients taking R EMICADE, There have also been rare post- 
marketing reports of new onset heart failure, including heait failure in patients without known 
pre-existing cardiovascular disease. Some of these patients have been under 50 years of age. If a 
decision is made to administer RE^MICADE to patients widi heart failure, they should be closely 
monitored during therapy, and REMICADE should be discontinued if new or worsening 
symptoms of heart feilure appear /".yee Contraindications (4) and Adverse Reactions (6.1)] , 

5.6 Hematologic Eveets 

Cases of leukopenia, neutropenia, thromboc\'topenia, and pancytopenia, some with a fatal 
outcome, have been reported in patients receiving REMICADE. The causal relationship to 
REMICADE therapy remains unclear. Although no high-risk group(s) has been identified, 
caution should be exercised in patients being treated with REMICADE who have ongoing or a 
histoiy of significant hematologic abnormalities. All patients should be advised to seek 
immediate medical attention if they develop sigiis and symptoms suggestive of blood dyscrasias 
or infection (e.g., persistent fever) vtdiile on REMICADE. Discontinuation of REMICADE 
therapy should be considered in patients who develop significant hematologic abnonnalities. 

5.7 Hypersensitivity 

REMICA DE has been associated with hypersensitivity reactions that vary in their time of onset 
and required hospitalization in some cases. Most hypersensitivity reactions, which include 
urticaria, dyspnea, and/or hypotension, have occurred during or within 2 hours of REMICADE 
infusion. 

flowever, in some cases, serum sickness-like reactions have been observed in patients after 
initial REMICADE therapy (i.e., as early as after the second dose), and when REMICADE 
therapy was reinstituted following an extended period without REMICADE treatment. 
Symptoms associated with these reactions include fever, rash, headache, sore throat, myalgias, 
polyarthralgias, hand and facial edema and/or dysphagia. These reactions were associated with 
marked increase in antibodies to intliximab, loss of detectable seram concentrations of 
infliximab, and possible loss of drug efficacy, 

REMICADE should be discontinued for severe hypersensitivity reactions. Medications for the 
treatment of hypersensitivity reactions (e.g., acetaminophen, antihistamines, corticosteroids 
and/or epinephrine) should be available for immediate use in the event of a reaction [see Adverse 
Reactions (6.1)]. 
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5.8 Neurologic Evesits 

REMICADE and other agents that inhibit TNF have been associated in rare cases with CNS 
manifestation of systemic vasculitis, seizure and new onset or exacerbation of clinical symptoms 
and/or radiographic evidence of central nen,'ons system demyelinating disorders, including 
multiple sclerosis and optic neuritis, and peripheral demyelinating disorders, including Guillain- 
Barre syndrome. Prescribers should exercise caution in considering the use of REMICADE in 
patients with these neurologic disorders and should consider discontinuation of REMICADE if 
these disorders develop. 

5.9 Use with Anskiora 

Serious infections were seen in clinical studies with concurrent use of anakinra and another 
TNFa-blocking agent, etanercept, with no added clinical benefit compared to etanercept alone. 
Because of the nature of the adverse events seen with combination of etanercept and anakinra 
therapy, similar toxicities may also result from the combination of anakinra and other TNFa- 
blocking agents. Therefore, the combination of REMICADE and anakinra is not recommended. 

5.10 Aiitolmmiisilfy 

Treatment with R^EMICADE may result in the formation of autoantibodies and, rarely, in the 
development of a lupus-like swdrome. If a patient develops symptoms suggestive of a lupus-like 
sjudrome following treatment with REMICADE, treatment should be discontinued [see Adverse 
Reactions ( 6. 1)] . 

5J1 Vaccmatiosis 

No data are available on the response to vaccination with live vaccines or on the secondary 
transmission of infection by live vaccines in patients receiving anti-TNF therapy. It is 
recommended that live vaccines not be given concurrently. 

It is recommended that all pediatric Crohn's disease patients be brought up to date with all 
vaccinations prior to initiating REMICADE therapy. The inten-'al between vaccination and 
initiation of REMICADE therapy shoul d be in accordance with curren t vaccination guidelines. 

6 ADVERSE REACTIONS 
6,1 Cllsikal Studies Experieiice 

The data described herein retlect exposure to REMICADE in 4779 adult patients (1304 patients 
with rheumatoid arthritis, 1106 patients with Crohn's disease, 202 with ankylosing spondylitis, 
293 with psoriatic arthritis, 484 with ulcerative colitis, 1373 with plaque psoriasis, and 17 
patients with other conditions), including 2625 patients exposed beyond 30 weeks and 374 
exposed beyond 1 year. [For information on adverse reactions in pediatric patients see Adverse 
Reactions (6.1).] One of the most-common reasons for discontinuation of treatment was 
infusion-related reactions (e.g. dyspnea, flushing, headache and rash). .Adverse events have been 
reported in a higher proportion of rheumatoid arthritis patients receiving the 10 mg/kg dose than 
the 3 mg/kg dose, however, no differences were obsen-'ed in the frequency of adverse events 
between the 5 mg/kg dose and 10 mg/kg dose in patients with Crohn's disease. 
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improved substantially or resolved with treatment in all cases. There are insufficienl data on the 
incidence of these events after drug-free inteivals of 1 to 2 years. These events have been 
observed only infrequently in clinical studies and post-marketing surveillance with retreatment 
intervals up to 1 year. 

Infectiom 
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In post-marketing experience in the various indications, infections have been observed with 
various pathogens including viral, bacterial fungal, and protozoal organisms. Infections have 
been noted in all organ systems and have been reported in patients receiving REMICADE alone 
or in combination with immunosuppressive agents. 

The onset of serious infections may be preceded by constitutional symptoms such as fever, chills, 
weight loss, and fatigue. The majority of serious infections, however, may also be preceded by 
signs or symptoms localized to the site of the infection. 

Aiitoimiibodies/Lupus-iike Syndrome 

-Approximately half of J^EMlCADE-treated patients in clinical trials who were antinuclear 
antibody (AN.4) negative at baseline developed a positive ANA during the trial compared with 
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approximately one-fifth of placebo-treated patients. A.nti-dsDNA antibodies were newly detected 
in approxiniateb/ one-fifth of REMIC ADE-treated patients compared with 0% of placebo-treated 
patients. Ileports of lupus and hipus-llke syndromes, howe ver, remain nncommon. 

Mdignandes 

In controlled trials, more R_EMICA.DE~trea,ted patients developed malignancies than placebo- 
ireated patients [see Warnings and Precautions (5. 2)] . 

In a randomized controlled clinical trial exploring the use of REMICADE in patients with 
moderate to severe COPD who were either current smokers or ex-smokers, 157 patients were 
treated with RliMJCADli- at doses sinhiar to those used in rheumatoid arthritis and Oohn's 
disease. Of diese REMICADE -treated patients, 9 developed a malignancy, including 1 
h/mplioma, for a rate of 7.67 cases per 100 patient-years of follow-up (median duration of 
tx)llow~up 0,8 years; 9.5% CI 3.51 - 14.56). There was 1 reported malignancy among 77 control 
patients for a rate of 1.63 cases per 100 patient-years of foUow-up (median duration of follow-up 
0.8 years; 95% CI 0.04 - 9.10). The majority of the malignancies developed in the lung or head 
and neck. 

Malignancies, includmg non-flodgkm's lymphoma and Hodgldn's disease, have also been 
■xponed in paiiu:!^- reccixing RLMlCAbf during po^i".'::->r-rov,\:\i-v. 

Pammts with Heart Fiuhmt 

IWlW: lett ventricular ejection fraction <35%S, 1.50 patients were randomized to receive 
treatment With 3 uifiniuns^of RCVIICADF 10 mg/kg, 5 mg kg. or placebo, at 0,^2, and *t weeks. 

in paiicnis receiving the iO nie, kg Rl-MIC,\i)i; dose. At i yea;. K paheiUs in if=e 10 mglg 
Rl-Mk grou:->h.':d died con-p.-rod; v,ith -1 deafhs o.':cl: in the 5 mg kg Rl.MlCAbt- iind'the 

\n both liic 10 -ugd^g and; .S :Ug ! g KFMk APL ticain-eii! gi-'^Hv.. veisus piacebo. Rl.Mi(\Aijh 

has not been sttsdied in patients with mild heart failure (NYHA Class I./II) [see Contraindications 

Immtinogenidty 

rivansient v ith'Rl MIC ,\i)r . an he associated vs nh ino -icx -Junniont .A antftxxlic^ h> nu'liKimab. 

The incidence of antibodies to infliximab in patients given a 3 -dose induction regimen followed 
b>' manUcnancu- do-dng ua'^ itpproK-malel) iv- a->ses'-scd Lhn)::gh 1 to 1 sear^ oi'RI:MI<'\\bi" 
ireatuienl A higher hxudence of antibodies to inlli.ximab was observed in ti'ohn's disease 
patients receiving RE.MICADE alter dmg-free inLer\'als >I6 weeks. In a study of psoriatic 
arthritis in which U^l patients received 5 rag 'kg with or ^vithoth M r.\. anfibodies to iniliximab 
occm'i-ed \n 15"/o of paticiils. The iuajorily of anlibody-jiositive jialients had low tileis Patients 
who were antibody-positive were more likely to have higher rates of clearance, reduced efficacy 
and to experience an infusion reaction [see Adverse Reactions (6. 1 )j than were patients who 
were antibody negative. Antibody development was lower among rheumatoid arthritis and 
<"r--hn\ disease pai-cnt- n.xciving num^inosupp.f'C'N'-.anL therapies sn-.h as 6-,Mh A/A c>r M I .X. 
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In the psoriasis Study 11, wliich included both the 5 mg/kg and 3 mg,'kg doses, antibodies were 
obsen-'ed in 36% of patients treated with 5 nig/kg every 8 weeks for 1 year, and in 51% of 
patients treated with 3 rag'kg ever)' 8 weeks for 1 year. In the psoriasis Study III, which also 
included bodi the 5 mg/kg and 3 mg/kg doses, antibodies were obsen'cd in 20%) of patients 
treated with 5 mg/kg induction (weeks 0, 2 and 6), and in 27%o of patients treated with 3 mg/kg 
induction. Despite the increase in antibody formation, the infusion reaction rates in Studies I and 
II in patients treated widi 5 mg/kg induction followed by every 8 week maintenance for 1 year 
and in Study IK in patients treated with 5 mg/kg induction (14.1%-23.0%) and serious infusion 
reaction rates (<1%) were similar to those obsen'ed in other study populations. The clinical 
significance of apparent increased immunogenicity on efficacy and infusion reactions in 
psoriasis patients as compared to patients with other diseases treated with REMICADE over the 
long term is not known. 

The data reflect the percentage of patients whose test results were positive for antibodies to 
infliximab in an ELISA assay, and they are highly dependent on the sensitivity and specificity of 
the assay. Additionally, the observed incidence of antibody positivity in an assay may be 
influenced by several factors including sample handling, timing of sample collection, 
concomitant medication, and underlying disease. For these reasons, comparison of the incidence 
of antibodies to infliximab with the incidence of antibodies to other products may be misleading. 

HepahH()xicit}> 

Severe liver injury, including acute liver failure and autoimmune hepatitis, has been reported 
rarely in patients receiving REMICADE [see Warnings and Precautions (5.4)]. Reactivation of 
hepatitis B virus has occurred in patients receiving TISF-blocking agents, including 
REMICADE, who are chronic earners of this vims [see Warnings and Precautions (5.3)] . 

In clinical trials in rheumatoid arthritis, Crohn's disease, ulcerative colitis, ankylosing 
spondylitis, plaque psoriasis, and psoriatic arthritis, elevations of aniinotransferases were 
observed (ALT more common than AST) in a greater proportion of patients receiving 
REMICADE than in controls (Table 1), both when REMICADE was given as monotherapy and 
when it was used in combination with other immunosuppressive agents. In general, patients who 
developed .ALT and AST elevations were asymptomatic, and the abnormalities decreased or 
resolved with either continuation or discontinuation of REMICADE, or modification of 
concomitant medications. 
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1 hn w ic some fiittt i m C'- m th ad^ct-i tc-ti ttonv ob-^cp cd U! the |( diatn patictit-i ica n itie 
kl \tk Ltuiipated lo those ul --er^ed in adidls '\uh ( tubn s disease 1 he--e difierpULC- mc 
discussed ni the following paragraphs. 

Tjte lolhAMtijj dd^ t^r-,e eu^nt-, .-^.it^ Kpojtt^d jnoie i-oiitinoiih \n 103 t iitdomi/wi pedidlnc 
t rohi di 0 1 op dicni i kiiit i Urod mgig BEMIf 4DE Uiiouj^h 1 vs ..el's dtdn in ^b'l -tdulf 
C fohij's di'-^a'-e patietus teicutng a sitiulat trpainient teginjctj ancnua UF'oi blood in '•to 4 
ilO^o) kiikopciiuj f*/'o! fliiJuitj (9"o) vu ij iittccttor) (8' r} nt nltojiUin i hoxu iiiflur^ 

1 7% S. bacterial intecttori {6% s, atid respiraton- tract allereic reaction i b% ). 

Intections were reported m 36% oi randomized pediatne patients in istudv Peds Crohn s and in 
DOt.) of adult patients ui Study Crohn's L hi Study Peds l..rohn s. infections were reported more 
liu|iiUilK tor pdliuil ^^ho uxcivid ovciv ^ v\C(,l is ojijiosod to t^r^ !2~w^ck iutnsioris ("4' r 
and lir'^o, K pO'.sut.lv) whtk sluou ini(.!.fion -t\orei jtoiscdiot 1 p-tsionts m the. tvei)- 8"^^(.ok 
aiid 4 patients m the e^eiv 12 wecl niaintcnatjce ticatmput etoup Ihe nj *4 Lomniotjlv iepotted 
iidecltot!'- tippei r^'-piiaion Udti niUaion liid jiluiMtjhi dnd die mot coinniun]^ 

report d st luafv mi tion ^i,as ab'- ess Pnt iinh ma ds i ported foi 3 pati td^ < ' m the t \ i^ 0 
v,eek and 1 m the esef^ 12 » pcl niaiutenaiice Iteatojent j^roupt) Iktpc'- /ostct s\as icp *rted lot 

2 patients in the everv b-week maintenance treatment eroitp, 

bi Stiid^ Pwk < ruhit s Ib^'o ol rdt!dou)t/>.d pitionls t^xjKnoni.>.d I oi inoj>. iutiisior) Kaaiuns 
^Mth no no [ tble lift ictceb..lvst t tie diionl tn* nps 01 llu 112 jtdtKnb m Sftid-^ P..d Lrohn 
tbctc VvCte no '•H110U-- ii3tu--toii reacti *ns and 2 patient-, hadnon -.efiuns anaph^ lai-totd inaction ■• 
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Antibodies to REMICADE developed in 3% of pediatric patients in Study Peds Crohn's. 

Elevations of ALT up to 3 times tlie upper limit of nonnal (ULN) were seen in 18% of pediatric 
patients in Crohn's disease clinical trials; 4% had ALT elevations >3 x ULN, and 1% had 
elevations >5 x ULN. (Median follow-up was 53 weeks.) 

Adverse Reacisom in Psoriasis Studies 

During the piacebo-controlJed portion across the 3 clinical trials up to week 16\ the proportion of 
patients who experienced at least 1 SAE (defined as resulting in death, life threatening, requires 
hospitalization, or persistent or significant disability/incapacity) was 1.7% in the 3 mg/kg 
REMICADE group, 3.2% in the placebo group, and 3.9% in the 5 mg/kg REMK14DE group. 

Among patients in the 2 Phase 3 studies, 12,4% of patients receiving REMICADE 5 mg/kg every 
8 weeks through 1 year of maintenance treatment experienced at least 1 SAE in Study I. In Study 
II, 4.1% and 4.7% of patients receiving REMICADE 3 mg/kg and 5 mg/kg every 8 weeks, 
respectively, through 1 year of maintenance treatment experienced at least 1 SAE. 

One death due to bacterial sepsis occurred 25 days after the second infusion of 5 mg/kg 
REMICADE. Serious infections included sepsis, and abscesses. In Study 1, 2.7% of patients 
receiving REMICADE 5 mg/kg every 8 weeks through. 1 year of maintenance treatment 
experienced at least I serious infection. In Study II, 1 .0%* and 1.3% of patients receiving 
REMICADE 3 mg/kg and 5 mg/kg, respectively, through 1 year of treatment experienced at least 
1 serious infection. The most common serious infection (requiring hospitalization) was abscess 
(skin, throat, and peri-rectal) reported by 5 (0,7%) patients in the 5 mg/kg REMICADE group. 
Two active cases of tuberculosis were reported: 6 weeks and 34 weeks after starting 
RE.MICADE. 

In the placebo-control led portion of the psoriasis studies, 7 of 1123 patients who received 
REMICADE at any dose were diagnosed with at least one NMSC compared to 0 of 334 patients 

who received placebo. 

In the psoriasis studies, 1% (15/1373) of patients experienced serum sickness or a combination 
of arthralgia and/or myalgia with fever, and/or rash, usually early in the treatment course. Of 
these patients, 6 required hospitalization due to fever, severe myalgia, arthralgia, swollen joints, 

and immobility. 

Other Adverse Reactions 

Saleis data arc avadaMe hoin 477o RI-Mh.AVDH-lroai-^d adi-!i paiicn; ^, mchidiny !.;04 v.uh 



iiisufficient immbers and duration of follow-up for patients who never received Rr^MICA.DE to 
provide nieaningfiil comparisons. 



Adverse ressctloiis occorriiig in 5% or more of 
p-jfieofs 8 i'Ctiviji<i 4 or more Infiisiosis for 

Placebo REMICADE 
(n-350) (n-il29) 



(.jastrointestiiial 

Abdonunarpam. 12% 

Dian-bea ]2% 12% 

Dvspepsia 10% 
ResDiratory 

I ppn i^syn \Xr-i\ ti ilt iutcvtion 25%j 32% 

smiisms H"/- 14% 

Pbarvngitis H"/- 12% 

Coiighmg H"/: 12% 

Bronchitis '■>"/■■ 10% 

■^kiu md tppcndt ^;("s di- iidi-E- 

Rasb y-/: 10% 

Prurstus 2", '■■ 7% 

Body a^ ^Abi. k gviina! d!^o! Jvis 

Fatigue ~ r<. 9% 

Pam r<. 8% 

Rc-i--! liif e iiifvii liU'-ri (h-<'idfi - 

Pever 4-'<- 1% 

MomUasis }-<■ 5% 

i mild iidpeiiphei ducivoi!'- --Jem 

disorders 

Headache 14% 18% 
\ii!--cid<'4 eift ii \s!eir di- miei-- 

ArEbraigia 7% 8% 
Urman/ svsEem disorders 

Unnarv fract inlecfion 6% 8% 

t itdHH isodit d)sO! j.Es 'Ciuial 

HvpertensioEi 5% 7% 



Bci duse clmicai trul lic t» ndutl..d unki \Mkh varang t» ndisioi adverse iciction hIl- 
obsen'ed m climcal tnals ot a drug cannot be directb/ compared to rates m chnicai trials of 
ariolba dnij and md^ not pndKt i]w i iti ob-^cr cd m brudd^r |utieiU pojadaliuns in clinudi 
practice, 

Tjie niu->l cuniUioti -jenuus ulveist, u id ion o|isi.tvi.d in clinuc-j] liuii '^veie iribtlions is<( 
i 1 '^t Rf^ci'j //^ Otbci scuoii'- m dicdh Jel ^ ant you've! actu n\ >(s 2" > or timicilh 
siemticant adverse reactions bv bodv svstem were as follows; 
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Bodv as a whole: allergic reaction, edema 

iiiooa: pancvioDcnja 

(o,a^o.a^iu\u Inrotension 

ijastroimesimal: conslipation. miesimal obstruction 

(. .n. , o '.'/V . s . ICS, 

/,\ i ,' fii' I ,<',J fir-^ /'"^ ) ( ^KdU a 

Liver and liiHarv: hepatitis 

aid\uunonuI deh^diatiou 
Ph<lJcl Bi(C(V',; ofii, L ion",; thionib* CAtopuna 
A'eoDiasms :lYn\phoma 
Red Biooa UeU: anemia, hemolvtic anemia 
/^i ^ >u e I' v,o lu K!^ ^ep !^ scru n ^ ok 

^,>,,/>/,> jow^.! sos-^uat<r> Uac irlo^. on n>. ucMm pr^.i no'^i. } -^lous s\ -^u roi. \ 
edema 

Sk> : L ' i< h; , 'i / ^ ' mere \"^od cU n^., 
','/( (. -// ,y r'c r/ot ?n/u<^t ha^ loukopenn hmpludcnoj itln 
6.2 Posl-markedo« Expefieoce 

fie iol V ns' i-^o'"s( ro\^! on Pi v^ 1 cU li o . v.orx" hcU o ">o>. i k ■> uc t t in ^j; ■> "^1 
app^v I sool ^ \L{ \])1 nuilo^ u ^.c ^ Th^w i> „ --6, i-^u \ ! lo 

usoaso !\ !k iv ■>alno')J\ .-^ro^ s .t-u a p n no His . nv \ di^ i ip c 1^ piofr.-'si "> >. 
i-ivw! Kioiciinii. i ih> lihooM ^p^n c inpi \ 1 o i S v ^i' o'ViOv ^^^■'')o^ uis oan 
)er.ii>. e s or siv n i. \1 c.i \x^ai s \si alt i ^.i'-lio-ii m i i> \ ^ ^ ^-^ [• sus 
^\ iJro ik" o\i( v"ii-.o!ra ivXso^sis pes ^Ik 1 vbi'no sr cit n* usvTc > > K.fh . ( ji a i 
Bas e sM^isosMO n i'!naos\ J n\o! nu i» poK ^ p lh\ < no ni^ t >.a rx^to 

\n q<..bv) \M'> ojis^. \t\: ler isg ps r .'k i \] sio.Npes irLLJi^- i is.i i it i^ iv 
io-'ianl\n is ins vers n-v^i t s x1 sMis op ^h c icUtU r li no^ ""o oj^ i. Cv oils ^ \^ Ko ">o>.n 
<)'^se \eO^ •>c i> „ > l" o P asx> acat^. i>os <i ii , ! sni o op U t . J 

tbolestasis /s(c Ihr/^'Pi^s a^d P'uaiinous ('^ 4,j Bci. aase tliobe e\uit^ are topotte*! \olinuaiiK 
\ ^! a^opJ(^ upi. in Si/ , ! sio vs po^s pk o rol ab > osliPi 'on r roquoiv ^ 

0 vs. )] ^ .>o.\^a iok.<Nis^ ?l \])1 .>pos. 0 

1 h^. lovv hl, sc-io sacne -.^ aOvioi-^h<\o oouiiu"* xlcC n t lo nos --kov g \pu io loo 
lIi k or irk. JO is tiiN^e ..1 i \ id op "> rlais ^ it irkwNis \ \1 aooitui^sis i i isio s 
reactions, ana hvDcrscnsitiviiv reactions. 

'^i. r oii-- jdvOsi io (t<N's w {10 Ks.~r !k>. w ^\\whx\.<^ u ! R \i ( )f i^ iK pod at i>. 
oopu ^^o i i \( (Ko Iv ii> 1 Pi i,:;^\XM iv u> n^., i\p lo^ok isc I K'nnoii s v( 

. / / 4,C\/\!.,s ,^ % !0^-.i.!i l-q'^.C. 01^1^ 

cibrii p a iUOs li us-l k>. ids ores . -)J . j,. do\0 < {-rw oi . ocintibodios 

OKI IMl RU no\H 

•SOS ous n 00 ioi-^ \vO'"o •^o-.n ir o i ici st.>JiOs w n corcussont i so <)! n ir a '^d mo i 
IN^.f- liKkn^ ^i.r' ouino vopt a 1 i,^a,.i.o-. .\ ka ]\ IH v o r vi od .o otar i r. op. ilo i,. 
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Because of the nature of the adverse events seen with combination of etanercept and anakinra 
therapy, similar toxicities may also result from the combination of anakinra and other TNFa- 
blocking agents, llierefore, the combination of REMICADE and anakinra is not recommended 
[see. Warnings and Precautions (5.1)]. 

7.2 Methotrexate (MTX) and Other Coiieomltaiit MedleatloBS 

Specific drug interaction studies, including interactions with MTX, have not been conducted. 
The majority of patients in rheumatoid arthritis or Crohn's disease clinical studies received one 
or more concomitant medications. In rheumatoid arthritis, concomitant medications besides 
MTX were nonsteroidal anti-inflanimatory agents (NS.AlDs), folic acid, corticosteroids and/or 
narcotics. Concomitant Crohn's disease medications were antibiotics, antivirals, corticosteroids, 
6-MP/AZA and aminosalicylates. In psoriatic arthritis clinical trials, concomitant medications 
included MTX in approximately half of the patients as well as NSAIDs, folic acid and 
corticosteroids. Concomitant MTX use may decrease the incidence of anti -infliximab antibody 
production and increase infliximab concentrations. 

7.3 Immiiiiosoppressaiits 

Patients with Crohn's disease who received immunosuppressants tended to experience fewer 
infusion reactions compared to patients on no immunosuppressants [see Adverse Reactions 
(6.1)]. Serum infliximab concentrations appeared to be unaffected by baseline use of medications 
for the treatment of Crohn's disease including corticosteroids, antibiotics (metronidazole or 

ciproflox aci n) and am in o salicy] a tes , 

8 USE IN SPECIFIC POPULATIONS 

8.1 Pregnancy 

Pregnancy Category B. It is not known whether REMICADE can cause fetal harm when 
administered to a pregnant woman or can affect reproduction capacity. REMICADE should be 
given to a pregnant woman only if clearly needed. Because infliximab does not cross-react with 
TNFa in species other than humans and chimpanzees, animal reproduction studies have not been 
conducted with REMICADE. No evidence of maternal toxicity, embryotoxicity or teratogenicity 
was observed in a developmental toxicity study conducted in mice using an analogous antibody 
that selectively inhibits the functional activity of mouse TNFa. Doses of 10 to 15 mg/'kg in 
pharmacodynamic animal models with the anti-TNF analogous antibody produced maximal 
pharmacologic effectiveness. Doses up to 40 mg/kg were shown to produce no adverse effects in 
animal reproduction studies. 
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8.3 Niirsmg Mothers 

It is not known whether REMICADE is excreted in human milk or absorbed systemically after 
ingestion. Because many drugs and immunoglobulins are excreted in human milk, and because 
of the poteiiliai for adverse reactions in nursing infants from REMICADE, women should not 
breast-feed their infants while taking JIEMICADE. A decision should be made whether to 
discontinue nursing or to discontinue the drug, taking into account the itnportance of the dmg to 
the mother. 

8.4 Pedisstrlc Use 

REMICADE is indicated for reducing signs and sj/mptoms and mdncing and maintaining clinical 
remission in pediatric patients with moderately to severely active Crohn's disease who has'e had 
an inadequate response to conventional therapy [see Boxed WARNINGS, Warnings and 
Precautions (5), Indications and Usage (i.l). Dosage and Administration (2.1), Clinical Studies 
(14.1) and Adverse Reactions (6.1)] . 

Remicade has been studied only in combination with conventional inimnnosnppressive therapy 
in children with Crohn's disease RE^MICADE has not been studied in children with Crohn's 
disease <6 j/ears of age. The longer term (greater than 1 year) safetv' and effectiveness of 
REMICADE in pediatric Crohn's disease patients have not been established in clinical trials. 

Safety and effectiveness of RliMlClAE^E in pediatric patients with ulcerative colitis and plaque 
psoriasis have not been established. 

The safety and efficacy of Illi^MICAJDE! in patients with juvenile rheumatoid arthritis (Jll.A) were 
evaluated in a multicenter, randomized, placebo-controlled, double-blind study for 14 weeks, 
followed by a double-blind, all-active treatment extension, for a maximum of 44 weeks. Patients 
with active JRA between the ages of 4 and 17 years who had been treated with MTX for at least 
3 months were enrolled. CoiicuiTent use of folic acid, oral corticosteroids (<0.2 mg/kg/day of 
prednisone or equivalent), NSAlDs, and/or disease modifying antirheumatic drugs (DMARDs) 
was permitted. 

Doses of 3 mg/kg REMICADE or placebo were administered intravenously at Weeks 0, 2 and 6. 
Patients ratidomized to placebo crossed-over to receive 6 mg/kg RE^MICADE at Weeks E-l, 16, 
and 20, and then everv 8 weeks through Week 44. Patients who completed the study continued to 
receive open-label treatment with REMICADE .for up to 2 years in a companion extension study. 

The study tiiiled to establish the efficacy of REMICADB; in the treatment of .JRA. Key 
observ'-ations in the study hicluded a lu'gh placebo response rate and a higher rate of 
immunogenicit3/ than what has been observed in adults. Additionally, a higher rate of clearance 
of infliximab was observed than had been observed in adults [see Clinical Phannacologv 
(12.3)]. 

A total of 60 patients with ,JRA were treated with doses of 3 mg/kg and 57 patients were treated 
with doses of 6 mg/kg. The proporlion of patients with infusion reactions who received 3 tng'kg 
REMICADE was 35% (21/60) over 52 weeks compared with 18% (10/57) in patients who 
received 6 mg/kg over 38 weeks. The most common infusion reactions reported were vomiting, 
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'iic -.i^riou- iniasiu;! ivacdu;!-). In D nuH^i^ R[ MIC '\i)p y:ou[\ 1 pa^iciiis bad a soi'KU;'-. 
■nlu-^:"!: rc-'.c!;o!:, I i-jfv.htin! hud p>'--^N;blo i-n.-ph) l.!C!;c rc-'.ciio!:. fi!~ d-o 6 p,':i:OP:;-^ who 
c\pcr:cnc-.'J '■^c^"iO:is irnu'v-on ■vacL50::-> rcc-.ascd RI'iVHC A Hp b\ rjpid i-^i't-'N-on ulurjuon iu-ss 
than 2 hours). Antibodies to iiiiliximab developed in 38% (2(}/.53} of patiexus vAio received 3 
mg/kg RE.MICADE compared widi 12% ((3/49) of patients who received 6 mg/kg. 

rnej<e, RfMir/\Di; i;5 cwtijbiik-iioij vsUh MIX o^ci- 3x weeks 'Ihe cmuniur-h ivivrted 

:n:e-.t!<')n-- v.-.n. :ippc!" sv-^p!:-,\i>'-! y traei nifccho!: as-d pi-ar^ ngiis-,. ,\S:d fhs. oi>^^t c- -nii^-niy reported 
■vcnoiis -nfccdc-n wd'- pao^in'-onht. Oilier noiabl-.- ■aiccL50::-> inuiuded pr-oi.tp \:a-5cci!a aii-.-Liioa Ui 

8.5 isersaiTJC LUe 

In rbturnaioid drtbiUis aiul jsiaque p'-oiia !•> cluiudi liuls no ou^! id ditteieiKC-> »Mr^ ob-^er ed 
ui ettectiveness or safetv m 181 patients with rheumatoid aithntis and 75 patients with plaque 
psuiiasi'- aged 6j or older v,}k) tcces^ed Rl MK \l)f i-onipaied to vounyet patients alihoueh 
the incidence ot serious adverse events in patients aged o5 or older was higher in both 
RLMlCADb and control groups compared to youneer patients. In l..rohn s disease, ulcerative 
udilis inkvf-isu!^ spoikhbus ind p oiidlu drtbiilis studit ihoic »Mr^ yi'-uf iit lent nuinbeis ol 
p^sients ^g,.d 0*^ and over to dcteimn c hcthei lh(.\ respon ! dilicienth fi» m pati 1 1- aged IS to 
6 J Ivcanse tbeic is a biehci inckleiKe of julei-tions m tbe eldeilv population U! eeneial caution 
•>]x)uk1 be u-^cd m tn U!n<3 tj^e tldci)"' /^o d^Ao R< ho}? loJi^ 

10 OVERDOSAC^E 

Single doses up to 20 mg/kg have been administered without any direct toxic effeel. In case of 
overdosage, it is recommended that the patient be monitored for any signs or symptoms of 
adverse reactions or effects and appropriate symptomatic treatment instituted irumediately, 

11 DESCRIPTION 

Infliximab, the active ingredient hi REMICADE, is a cliirneric IgGlK monoclonal antibody 
(composed of human constant and murine variable regions) specific for human tumor necrosis 
factor-alpha (TNFa). It has a molecular weight of approximately .149.1 kilodaltons. Infliximab is 
produced by a recombinant cell line cultured by continuous perfusion and is purified by a series 
of steps that includes measures to inactivate and remove viruses. 

REMICADE is supplied as a sterile, white, lyophilized powder for intravenous infusion. 
Following reconstitution with 10 mL of Sterile Water for Injection, [JSP, the resulting pH is 
approximately 7.2, Each single-use vial contains 100 mg infiiximfib, .500 mg sucrose, 0.5 mg 
polysorbate 80, 2.2 mg monobasic sodium phosphate, moiiohydrate, and 6.1 mg dibasic sodium 
phosphate, dihydrate. No preservatives are present. 
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MA iVIecharysrn of Acwosj 

intlrximab neutralizes the biological activuv of ilNta bv buichns with high atiimtv to the 
•iOliible iiid trdDMUunbrdri^ ioi ill's ot TNFa ind sriUibUs byidyig oj TNFa -^wxXx Us icf^pior- 
Inflixuiiab does not neutralize Il\bp (Ivniphotoxin-a). a related c\toknie that utilizes the same 
receptors as I Nlxx. Biological activmes attnbuied to INJ-^a include: uiduction ot pro- 
inlbjuirt! uoj V cviokiiKS -iich is liUciluiVnis ill ) ] arid <f uibarit ciiient oj leukocst^ rtnjialion 
bv mcreasing endothelial layer perineability and expression ot adhesion molecixles bv eiidotliebal 
cells and leukocvtes. activation ol neutrophil and eosinophil innctional activitv, induction ot 
dCijl.: plid 0 KMCt in! dnd oili,:! livot proictn a- -t\oll a- U-, uo dc^t i Itiij^ .:nz\iiu-H pioduce ! bv 
'\ ' \ OS ai c> 0 I, 'H ^c-z- . > ( . N 1 Kar■^i ionb^ir- 1 \! a id b\ h 11 <i n. . 

can be Used w \ Ui > oi Vi\'> Intliiinial inhibil'- the luijctu^nal ai-ii^ itv oi (Nl a lij a '\ide 
v-iii oi iV \ bi» A sd^- ufdizmg bun an iibiobld^b ondotholtdl cdls, ncijUophil B w d T- 
h/mpliocvtes and epithelial cells, I he relationship of these biological response markers to the 
iiic bdrii'-uif-,) b\ vjncb RFMH ADf ^xais Us tbnifdl cfjcl'- !•> niilr)o\^ii Arili-TNFa 
in!ibodi(.-H icduco di c i o jcinth m fh coiU n-top \ jmann i oliti model, iiid de* icasc. s\n» ^ lU-, 
and iOint . io-^ions m a mnnne mod^l ot ^oUagen mtlnced aithutis infli ■imiab pi events disease m 
I! iusgoiiK uiicc ibal de^ clop polxaiOiiitis a^ a iosu]{ ot constitutive espicssjun ol bmnan TNFa 
and when administered alter disease onset, allows eroded joints to heal, 

I l.l \^\i'Mm'&tm\'^w>m\\t%, 

blevated concentrations ot ii\ha have been tound m involved tissues and fluids of patients with 
rheumatoid arthritis Ciohn s disease ukciauve colitis ank^ losing sp.^nd^ litis ps.^rialiL arthntis 
arid jdaquo p'-una-is lu iheuuialoid artbntis truiuuuil v\!tb RFMK. ADF leduful liitiltiatioii ot 
mflammatoiT cells into mtlained areas ot the joint as well as expression ot molecules mediating 
celliilar adhesion [b-selecim. intercellular adhesion molecule-1 fK,AM-l) and vascular cell 
adhesion molecule-1 sVCAM-li]. chemoatlraction [IL-8 and moiioc\'te chemotactic protein 
{MLJ'-i}] and tissue degradation [matrix inetalloprotemase SMMF) i and 3], in Crohn's disease. 
iKvitinent with RFWirADF luliK^d liitiltiatioji ot liitliinniatoiv i.clK and TNFa piodutUon in 
inflamed areas of the intestine, and reduced the proportion ot mononuclear cells irom the lamina 
pi.^pna able to opre^s INlcx and mteileu^n \lier ireatiuent s\ith Rl WK \1)1 pabenis 'vilh 
ihoiunitoul ditliiitis Oj I iobri disoiso eslnbit^d d^cicavd jt-x Js ol sciiiiu H -i^ and ( -iciftue 
protein (Fpp) lonjuiad f. bd-, line PoriphcMl blood hiiijtli. iUc.-, iiom REMir^DE-ticaled 
patients '•ho'vcd liu signibeant deciea^e in nnnibei oi m piuliteiabvc lesponses t.* us ViP<> 
uiUogeiiif stinnditiori vjien conijvjiul to cdb bom untit.-dlcd pitieiii-, In psorutu lidijiti"-, 
treatment with RhMlCADb resulted m a reduction in the number of I -cells and blood vessels m 
the sviK^vimn and psonatic skin le--ions as v^ell as a leductioi! ol inaciophaees m the svijovumj 
In plaque psoriasis. REMICADE treatment mav reduce the epidermal thickness and niiiltraiion 
ot mflammatoiT cells. I he relationship between these pharmacodvTiamic activities and the 
uiecliini^iiits) b\ vxbuh RFMH ADF everts Us cluni.al ellett'- is imkiiovji 

12,3 P li a r Bi a coki 5s eti cs 

In adults, single intravenous (IV) infusions of 3 rng/kg to 20 mg/kg showed a, linear relation sliip 
between the dose administered and the maximum serum concentration. The volume of 
distribution at steady state was independent of dose and indicated that infliximab was distributed 
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to lU mg,'kg m rheumatoid aithntis, 5 me/ke m Crohn s disease, and J vtipkg to 5 mg/kg m 
pi iquc ps rsa'-is mdic ile lb il tbc median tctnurnl liali hie o( uini\ini ib is " u dav*- 

f oliowmg an initial dose of RLiVUCADb, repeated uitiiSions at z md 6 weeks resulted in 
pudutdbk 1. ■'iK^.ntidii ■'ii liHit jii di] joij( wn \d\ iinuni \o ^slunit di. uiiiinJ Jlioii ( f 
niiliximab occurred upon continued repealed treatment with 3 mg/kg or 10 ms'kg at 4- or 8- 
v,eek lijlef^'il j)e\ehpinent 1 1 mtd dscs to inlluun d increised innitiojab leifin e \t b 
jda j immi tniiu di it to 10 xn k oj RF'^Ill ADF maluii liiiliviuidb s turn 
concentrations ranged from approxuriatelv 0.3 to b mcg/mk: however, infliximab concentrations 
nc not detect il le { <M m l ml } iu patiputs Uh hec toje pisUi e loi antibidie to intlKinid 
inapi liittKU c m ck Ji mci.. jr vokmx i 1i tubniicn at bs r d m p^si nt sulci fips 
ktm dl igi^ s igkt u cndci It is not km u if th i iri^ diffcicnc^s m cL nance ir \ ilira! 
( f dl tribulioii ixi pUitril ){h nurl td unp nrrtKiil i f h puit i rid! biiutiori 

(nlli^imd I eal md tr )UQh jncHuttati )ns Pie sunil n in pedi ttiic { u.cd (-> n 1 ^etr ikii uid 
i !nU pitKiils vitk I tobii s di id c (oljt wn di ddrtniusii itiori ■>( ibi. rnouiiiKU !>.d u un ri 
L)osaoe and Aamimstration f^.i -)/. 

P^puhsici phumjcokm lie mdvsi she vd ihw n liildi n \'vidi |u i ik rh umueid JifhiUi 
i!R\) itk i bid^ ^^ci^ht ituptc .s^l-f le^ i mg 6 m^^ k^, RhMiC VDt mi hiidicn ith \? V 
nil bod w i 111 Jlu thdr) '"^ j p up t( dduUbolv vajitr tu jti^ nw \ PTMK ADT Ok 
stc i !^ st^i Jie^ imeki the conccnli dion eui-\ e I'lITf^s ) j similar to thai jb i-\ed n jcluU 
receiving 3 mg/kg of REMICADE. 

13 \0\i I l\H \i roxfc Ol Ol.\ 

The signiiicance ot the resnks ot nonchnical studies for human risk is unknown. A repeat dose 
toxicitv studv was conducted with mice given cVlq anti-mouse iiN^a to evakiate 
turn ^rieciucitx ( \ Iq an analogous antibodx thai udnlnis the function ol l\l a m msi-e 
Anmijl- v\..ie is^ip cd to 1 of i do- group eoi hoi 10 mg kg or 10 n g 1»g c^ 1 j guen eeklv 
for 6 months, ihe weeddv doses of 10 me/ke and 40 mgdvg are i and 8 times, respectively the 
jium lii dose oj ^ Hojiii s disois^ P^<-ujl uidudlcd thai t\1q did uol Cdu-^c 

ium» ug iici!'>> n mit^e Vo tla-tog i ic or iiut-igeiiie eiieo! oi inilivimab \\ ie ob civcd ni ill 
11, mouse nucronucleu. ted or the So.iii iueKa / i K/io'uci \o3es) dssav re.pectueh 
Giiomosouidl dbtrraOons ^Mronot ob-,en ed m xn a siv pcikinucd u-^iu^ ^luiudu Kuipjioi. vies it 
IS not knov/n wkether nitliximab can impair tertiiitv m humans. No impan-ment of teitilitv was 
olnep ed m a (eUikts and geneial lepiodueiion to^itit^, '•Ukb, idi the anahj^^ous mou'-e antib nb 
used ni the 5-moiidi chrome toxiciiv stueiv. 

14 CLINICAL STUDIES 
14,1 Crohn's Disease 
Active Cmhn's Disease 

The safety and efficacy of single and multiple doses of REMICADE were assessed in 2 

randomized, double-blind, placebo-controlled clinical studies in 653 patients with moderate to 
severely active Crohn's disease [(^''rohn's Disease .Activity Index ((^d).^!) >220 and <4()0] with 
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an inadequate response to prior conventional therapies. Concomitant stable doses of 
aminosalicylates, corticosteroids and/or immiiriomoduiator}' agents were permitted and 92% of 
patients continued to receive at least one of these medications. 

In the single-dose trial of 108 patients, 16% (4/25) of placebo patients achieved a clinical 
response (decrease in CDAJ >7() points) at Week 4 vs. 81% (22/27) of patients receiving 5 
mg/kg REMICADE (p<0,001, two-sided, Fisher's Exact test). Additionally, 4% (1/25) of 
placebo patients and 48% (13/27) of patients receiving 5 mg/kg REMICADE achieved clinical 

remission (CDA:1<150) at Week 4, 

In J- :h:;h;dos>„lrij! i \' XllW \ | Stikl) Crwhrfs UK 545 tvii'-nt-, ivcc^vcd - l-y ai ock i) and 
wese \hcn vdndoinu lo ojie of ibree tn^-dimcni groups; the placebo maiuteriiinec gionp j-eceivcd 
p!ac--i-"- di Vvock'N 1 onJ and il^on ovo^ ^ ■^v-xl'.. U:c 5 w-i: kg mamiu-nanco group 5\xoiv>„-.l 5 
mg/kg at Weeks 2 and and then every 8 weeks: and the 10 mg/kg maintenance group received 
m^;.k-; iU \\o-.'h-> ?. m-.a '■■ ;ind ili-.n ni-; k-; ow^> h VvoeK-^ l';il:-.ni- :;i :0-^pt>n->o a! ^^■<.ok .? 
v\ero r-andon'-i/cd and ana!) -'■.•J sopar.tle!) Irom those nc>i m ro'^p^'n'■^o aI Week /!. c or"tiLC>->:u-:\'Ki 
taper was pcnniticd after Week 6. 

At Week 2. 5"% {3n''54^) oi patients were in clinical ^e^ponse. At Week ^(k a ^ig^i^kanl!y 
greak^r p-f^-poi-UM:? ori!io\e p.incnt's :n the ^ n-g/kg and H) -n-j- k-j ■ndn-ic-iiniC c gronp^ .-elviexi.d 
chn-cj! n„nn^'■^n)n n'5np:nvd patiu-nb, -n ihu- plji,eho mjjnionancu- group t' rabl-.- 5). 



Additionally, a significantly greater proportion oi patients m the 5 mg/kg and 10 mg/kg 
Rk.MK '^i'^r -nainiu-nanco t;r--nps v\ero -n -.hnivai ■vnn'v'.i'.'n and vvon„ .-bl-.- ;■■ d:si,oninujo 
c-">i'U(A;-K,rti:d n'si, c-inpini.fi i-- patic-iU -n ihe pk'K\i;ti ■-\Y\\x.U^.-\.mc-: group ai Vv -ok 54 {Table 3i. 
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rigtjre ! } ,\; VV-.x-i -> jtJ onJ 54. s-gnPiconi unpro\cmenl irom Ix^.-.hnc <^\>. seen at^iong i!:e 5 
■ng kg and H) mg/kg Rl.MK -ni.dted gi'<"'np- c ompdrcd lo !!;'. pl.\Ci.b<'^- g-'-np thi, di'sca'si,- 
"vpoeille niiiamn-aio-s h>^v\<.l di^e.i'^e queNtn-jnni-ise (IHl)O) prn i-enk'n-l) the bo\\el -ind ->-^ter:nV 



components, and in the physical component summary score of the genera] heaUh-related quality 
of life questionnaire SF-36, 




0 2 6 10 14 22 30 38 46 54 



Study Week 



■~0~ Piacebo "-®~- 5 mg/kg infliximab 10 mg/kg infiixiiriab 

maintenance rrfaintenance maintenance 



FIgisre 1 Kaplae-Meler estimate of the proportion of patients who had not lost response 
through Week 54 

In a subset of 78 patients who had mucosal ulceration at baseline and who participated in an 
endoscopic substudy, 13 of 43 patients in the REMICADE maintenance group had endoscopic 
evidence of mucosal healing compared to 1 of 28 patients in the placebo group at Week 10. Of 
the REMICADE-treated patients showing mucosal healing at Week 10, 9 of 12 patients also 
showed mucosal healing at Week 54. 

Patients who achieved a response and subsequently lost response were eligible to receive 
REMICADE on an episodic basis at a dose that was 5 mg/kg higher than the dose to which they 
were randomized. The majority of such patients responded to the higher dose. Among patients 
who were not in response at W'eek 2, 59% (92/157) of REMICADE maintenance patients 
responded by Week 14 compared to 51% (39/77) of piacebo maintenance patients. Among 
patients who did not respond by W^eek 14, additional therapy did not result in significantly more 
responses [see Dosage and Administration (2)J. 

FistuiizJng Crohn 's Disease 

The safety and efficacy of REMICADE were assessed in 2 randomized, double-blind, placebo- 
controlled studies in patients with fistulizing Crohn's disease with fistula(s) that were of at least 
3 months duration, C'oncun-ent use of stable doses of corticosteroids, 5 -aminosalicylates, 
antibiotics, MTX, 6-mercaptopurine (6-MP) and/or azathioprine (AZA) was permitted. 
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In the first trial, 94 patients received 3 doses of eitlier placebo or REMICADE at Weeks 0, 2 and 
6. Fistula response (>50% reduction in number of enterocutaneoixs fistulas draining upon gentle 
compression on at least 2 consecutive visits without an increase in medication or surgery for 
Grohn's disease) was seen in 68% (21/31) of patients in the 5 mg.'kg R_EMICADE group 
(P=0.002) and 56% (18/32) of patients in the 10 mg/kg llEMiCADE group (/'=0.02i) vs. 26% 
(8/31) of patients in the placebo arrn. 'llie median time to onset of response and median duration 
of response in REMICADE-lreated patients was 2 and 12 weeks, respectively. Closure of all 
fistulas was achieved in 52% of REMlCADE-treated patients compared with 13% of placebo- 
treated patients (P<OM]). 

In the second trial (ACCENT 11 [Study Crohn's 11]), patients who were enrolled had to have at 
least 1 draining enterocutaneous (perianal, abdominal) fistula. All patients received 5 mg/kg 
REMICADE at Weeks 0, 2 and 6. Patients were randomized to placebo or 5 mg/kg REMICADE 
maintenance at Week 14. Patients received maintenance doses at Week 14 and then every 8 
weeks through Week 46. Patients who were in fistula response (fistula, response was defined the 
same as in the first trial) at both Weeks 10 and 14 were randomized separately from those not in 
response. The primary endpoint was time from randomization to loss of response among those 
patients who were in fistula response. 

Among the randomized patients (273 of the 296 initially enrolled), 87% had perianal fistulas and 
14% had abdominal fistulas. Eight percent also had rectovaginal fistulas. Greater than 90% of the 
patients had received previous immunosuppressive and antibiotic therapy. 

At Week 14, 65% (177/273) of patients were in fistula response. Patients randomized to 
REMICADE maintenance had a longer time to loss of fistula response compared to the placebo 
maintenance group (Figure 2). At Week 54, 38% (33/87) of REMICADE-treated patients had no 
draining fistulas compared with 22% (20/90) of placebo-treated patients (P=0,02). Compared to 
placebo maintenance, patients on REMICADE maintenance had a trend toward fewer 
hospitalizations. 
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Compared to placebo maintenance: 
Infliximab 5 mg/i<g: p 0.001 



22 30 
Study Week 



- Placebo maintenance 



- 5 mg/kg infliximab maintenance 



Flgisre 2 Life table estimates of the proportloi? of patiei^ts who had not lost fistiila 
response through Week 54 

Patients who achieved a fistula response and subsequently lost response were ehgible to receive 
REMICADE maintenance therapy at a dose that was 5 mg/kg higher than the dose to which they 
were randomized. Of the placebo maintenance patients, 66% (25/38) responded to 5 mg/kg 
REMICADE, and 57% (12/21) of REMICADE maintenance patients responded to 10 mg/kg. 

Patients who had not achieved a response by Week 14 were unlikely to respond to additional 
doses of REMICADE. 

Similar proportions of patients in either group developed new fistulas (r7%o overall) and similar 
numbers developed abscesses (15%s overall). 

Active Crohn 's Disease in Pediatric Patients 

The safety and efficacy of REMICADE were assessed in a randomized, open-label study (Study 
Peds Crohn's) in 112 pediatric patients aged 6 to 17 years old with moderately to severely active 
Crohn's disease and an inadequate response to conventional therapies. The median age was 13 
years and the median Pediatric Crohn's Disease Activity Index (PCDAI) was 40 (on a scale of 0 
to 100). All patients were required to be on a stable dose of 6-MP, AZA, or MIX; 35% were also 
receiving corticosteroids at baseline. 
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AU pui.rils iuci\ed itidiictior) dicing oi ^ u)g,lg RTMR ADT it \\ t.ok<- 0 2, iiid 6 A{ Week 
10 h'ti nL> uob„ .aic^^T 5 c .o r a.'U>„n. !.c ^c^, sen o. - r is is PI WK '^i ^^x. i 
culios' cvcrv ?s weeks os' cvcfv il vvceKS. 

VT U.ck 10, <:^8"o of pativiits were m chnicai uspon'^. Sdvfincd a^^ d dvCiC^sc fion! bdseime m 
ori!-'^!<')i {>\- i t. \'( - fi < {) r;o 

Tbt- projHiitiori of jsuhunt pauuil'- di.jne\i5ig eUiucdl iespori-5e d\ Week H) cunijidnd lavordbK 
wrdi die proportion of adults achieving a clinical response in Study Crohn's I The siiidv 
de(initu)ti oi chnical re'=iponse in Mudv Ped-^ Crohn '\as based on ibc P( U\i score, whereas 
die CDA.I score v^as used m the adult Studv (.rohn\s 1. 

'\i both \\ eek l(i and W eel '^4, the piuporuun ul patient ■• in i-bnical response wa-. grealei in the 
e\on S-v\ ek lieatmcnf poup than in the even 12"-t\ock ticalm 1 1 groujt ("J^'o >a \"% at Week 
30, and (A% vs. 33% at Week 54). At both Week 30 and Week the propomon ol patients m 
chriica] !enii-i-,iOii v i-, also gicata iri the e\ei"' &-veek iieatuieiii goup ihan m {he ovciv 12- 
weck tie^ln ci i gioup (60% v-, J-^^/o al W ek ^0 and -^G^y^ vs IVi at Week 1) (T^bie 1) 

Tot jidtietits m Slud^ P^d*- ( iobr)\ tocervUig eorticoMciouls at ba'-ehiie jiiupoiUun oi 
patients able to discontmne corticosteroids while in remission at Week iO was 46% tor the everv 
b 'veek maintenance gruiip and 1 i ioi the e^eiv 12 ^-veek maintenance giunp \t Week ^4 the 
proportion ot patients able to discontiiine corticosieroids while in remission was 46% tor die 
eveiy 8-week maintenance group and 1 7% for the every 12-week maintenance group. 



Table 4 Respoiise and remlssloii hi study peels Crohe's 

5 mg/ks; REMICADE 
Every s Wsck Every 'A'eeif 

Treatrnenr Group Treattnenl GroiiD 

i-'atients randomized 52 Si 

Ciimcai liesponse " 

Week 30 ' 73%'' 47% 

Week 54 64%'* 33% 

C'iimcal Remission" 

Week 30 60%'' 35% 

Week 54 56%'' 24% 

Dofmcd as a d-c:c.i;>c nnui basoliat, iii the PCD.4I score of >i5 poiiils and total score of <30 points. 
''[Xilt.oJ as a }') IJAI ^c■^lO u:"<itJ p-Mtls 
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14,2 Ulcerative Colitis 

The 3afet\' and efficacy of REMICADE were assessed m 2 raridoniized, double-blind, placebo- 
controlled clinical studies in 728 patients with moderately to severely active ulcerative colitis 
(UC) (Mayo score"' 6 to 12 [of possible range 0 iol2], Endoscopy subscore >2) with an 
inadequate response to conventional oral therapies (Studies IJC I and IJC ll). Concomitant 
treatment with stable doses of aminosalicylates, corticosteroids and/or inimunoniodulalory 
agents was permitted. Corticosteroid taper was permitted after Week 8. Patients were 
randomized at week 0 to receive either placebo, 5 mg/kg REMICADE or 10 mg,'kg REMICADE 
at Weeks 0, 2, 6, and every 8 weeks thereafter through Week 46 in Study UC I, and at Weeks 0, 
2, 6, and every 8 weeks thereafter through Week 22 in Study UC 11, In Study UC II, patients 
were allowed to continue blinded therapy to Week 46 at the investigator's discretion. 

Patients in Study IJC I had failed to respond or were intolerant to oral corticosteroids, 6-MP, or 
AZA. Patients in Study UC 11 had failed to respond or were intolerant to the above treatments 
and/or aminosalicylates. Similar proportions of patients in Studies UC I and UC II were 
receiving corticosteroids (61% and 51%, respectively), 6-MP/ AZA (49% and 43%) and 
aminosalicylates (70% and 75%) at baseline. More patients in Study UC II than UC 1 were 
taking solely aminosalicylates for UC (26% vs. 11%, respectively). Clinical response was 
defined as a decrease from baseline in the Mayo score by >30% and >3 points, accompanied by a 
decrease in the rectal bleeding subscore of >1 or a rectal bleeding subscore of 0 or 1 , 

Clinical Response, Clmkul Remisskm, and Mucosal Heaimg 

In both Study UC I and Study VC II, greater percentages of patients in both REMICADE groups 
achieved clinical response, clinical remission and mucosal healing than in the placebo group. 
Each of these effects was maintained through the end of each trial (Week 54 in Study UC 1, and 
Week 30 in Study UC II). In addition, a greater proportion of patients in REMICADE groups 
demonstrated sustained response and sustained remission than in the placebo groups (Table 5). 

Of patients on corticosteroids at baseline, greater proportions of patients in the REMICADE 
treatment groups were in clinical remission and able to discontinue corticosteroids at Week 30 
cotnpared with the patiersts in the placebo treatment groups (22% in REMICADE treatment 
groups vs. 10% in placebo group in Study UC I; 23% in REMICADE treatment groups vs. 3% in 
placebo group in Study UC 11). In Study UC I, this effect was maintained through Week 54 (21 % 
in REMICADE treatment groups vs. 9% in placebo group). The REMICADE-associated 
response was generally similar in the 5 mg/kg and 10 mg/kg dose groups. 
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The improvement witli REMIGADE v^as consistent across all Mayo siibscores tlirough Week 54 
(Stud:/ UC I shown in Table 6; Study UC 11 throiigii Weeic 30 was'smiiiar). 



Table 6 Froportloii of patieiits m Study UC 1 

With Mayo subscores rndkatii^g iijactive 
or mild disease tbroogb Week 54 

StMy UC 1 

REMICADE 



Phiccbo fnts/ky 10 mg/kg 

(n-]21t (n-122) 
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14J Rheomatosd Arthiitii* 

The safety and eiiu oi RFMH ADf w u d st.s m 2 multieenter, randomized, double- 
bliiul pivotal tm \ i i ^ u P ^ - 1 - P IE (Study IIA 10. Concurrent use of 

stable doses of lihi- cid )f d rtio^teroids )<]() mg/day) and/or non-steroidal anli- 
inflammatory dmgs slNSAIDsj was peimitled. 

Study RA I was a pla,cebo-controlled stiidy of 428 patients witli active rheumatoid arthritis 
despite treatment with MTX, Patients enrolled had a median age of 54 years, median disease 
duration of 8.4 years, median swollen and tender joint cotint of 20 and 31 respectively, and were 
on a median dose of 15 mg/wk of MT.X, Patients received either placebo + MTX or one of 4 
doses/schedules of REMICADE + MTX: 3 mg/kg or 10 mg/kg of REMICADE by IV infusion at 
Weeks 0, 2 and 6 followed by additional infusions every 4 or 8 weeks in combination with MTX. 

Study IIA II was a placebo-controlled studv' of 3 active treatment arms in 1004 Ml'X naive 
patients of 3 or fewer years' duration active rheumatoid arthritis. Patients enrolled had a median 
age of 51 years with a median disease duration of 0.6 years, median swollen and tender joint 
count of 19 and 31, respectively, and ='80% of patients had baseline joint erosions. At 
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randomization, all patients received MTX (optimized to 20 rng/wk by Week 8) and either 
placebo, 3 mg/kg or 6 mg/kg REMICADE at Weeks 0, 2, and 6 and every 8 weeks thereafter. 

Data on use of REMICADE withoivl concurrent MTX are limited [see Adverse Reactions (6.1)]. 

Clinical response 

In Study RA I, all doses/schedules of REMICADE + MTX resisted in improvement in signs and 
symptoms as measured by the American College of Rheumatology response criteria (ACR 20) 
with a higher percentage of patients achieving an ACR 20, 50 and 70 compared to placebo + 
MTX (Table 7). This improvement was obsen-ed at Week 2 and maintained through Week 102. 
Greater effects on each component of the ACR 20 were observed in all patients treated with 
REMICADE + MTX compared to placebo + MTX (Table 8). More patients treated with 
REMICADE reached a major clinical response than placebo-treated patients (Table 7). 

In Study RA II, after 54 weeks of treatment, both doses of REMICADE + MTX resulted in 
statistically significantly greater response in signs and swptoms compared to MTX alone as 
measured by the proportion of patients achieving A CR 20, 50 and 70 responses (Table 7), More 
patients treated with REMICADE reached a major clinical response than placebo-treated patients 
(Table 7). 
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Table 8 Comp&nmU of ACR 20 at baseline mul 54 weeks (Study RA 1) 



Placebo -t-MTX REM1C.ADE ^ MTX" 
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kadioi^nmhsc response 

Structural damage m both hands and feet was assessed radiographicaiiv at Week 54 bv the 
UiU^c (tuo3 baseline in the sin der llesjde tnodided 'Nliatp udll S) c )fe i n!| usitc ^loic 1 1 
siuii fui il diii^gc ill it 111 d ui.. thi^ numlci in! i oi |cint etc i iis iiid the dv^jr^c oi |cint 
space narrowms m haitds/wnsts and teet. 

In SUids RA I dppiovm ilcl ""O ) oi p^iiLnXs had pmcd ^ in dii\ at ^1 \'vt 1» n d 
approxmiatelv /U% at 102 weeks, ihe inhibition of progression ot stiiictixral damage was 
observed at .54 weeks (Table 9) and iiiatntained through 1U2 weeks. 

Ui Stndv R\ (I tt pttient had at let t esihul Ie ii^s lidnbiUun o( | ruufessiun )i 

sliiulmd dmn^. v js ob.uwd il 1, ^0 tn ! 4 (libit 9) in lb RTMICAOr MTX 
t^ronp k.imp« d ti M 1 X, thn^ Pmcnts ti at d ith PhMlC \Dt + M 1 X, demon ttat^d 1 s-, 
pfogies ion id tructurd damt^^e conipafed tt MIX done v,heihef b t ehne iLide phase 
ica<.!n ( (ESP md LRPj -tN^rc noiinai or Lk\ lUd patient \mUi ck att ! b^sjin jcidc phase. 
iOiaants ttett d with MIX abn^^ knii nstrtt d a mt^m pi i^^r^^s u n m dH S scotc ot 4 ^ unit-. 
1. ^nipiicd to jdiictit (n ucd vitU RrMK ADT MTX jio du-!\oii<-1rdl>.d 0^ u{i!l<- (f 
proj£i(. nn pdli 111 wdh noim^i bd clnu a<.fii phase, k itt mis trvi! d v ilh MTX ^1 lu 
den! nsuatcd a nieaij pio^^re sion in \dll stt ic o( 1 N units Loojpaied n Kl \Dl 
\^ho dun ^nsli ucd U 2 unit", oj jii 1 its !ni (H pui n1 r i.u\ni PrMKADT MTX -^9 r h ul 
no progression (vdH-S score s 0 nnits ot structural damage compared to 4^% ot patiersts 
recei^ ins M I X ihjne In a sid et o( pitienls b began the stud s\ilht id erosion'- kl MH \D1 
- \IT\ miinl-iin d m (.rcsion irct IdL 1 ii in a i^-^\Ki j i pjrlion jt p^fanls than MTX 
abn^ * r''98s c U'^ 40; tcsiecti U<F 001) he ei pitieitts tn th RtMK \Db ~- 
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Table 9 Radiographic change from basellfie to Week 54 
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Physicai function response 

rbviji..ai function and disability were assessed using tlie Health Assessmexit Questiormaire 
(I I'XQ-DI) and the general health-related quality of life questiomiaire SF~36, 

In Mud\ RA ], all doses,'''schedules of IltlMICADE -t- MTX showed significantly greater 
!r:!p! ■'■vosiient from baseline in HAQ-DI and SF-36 physical component sniiimar}' score averaged 
<>oi^ lipio through Week 54 compared to placebo + MTX, and no worsening in the SF-36 mental 
tornpouent summary score. The .median (interquartile range) improvement from baseline to 
SNook 5i in HAQ-DI was 0.1 (-0.L 0.5) for the placebo + MTX group atid 0.4 (0.1, 0.9) for 
Rf'MlCADE -;- MTX (p<0.001). Both HAQ-DI and SF-36 effects were maintained through 
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Week 1 02. Approximately 80% of patiexits in all doses/schedules of IlEMICADE -t- MTX 
remained in the trial tlirough 102 weeks. 

In Study RA E, both REMICADE treatment groups showed greater improvement in HAQ-DI 
from baseline averaged over time dirough Week 54 compared to MTX alone; 0.7 for 
REMICADE + MTX vs. 0.6 for MTX alone (P<0.001). No worsening in the SF-.36 mental 
component summary score was obsen-ed. 

14,4 Ai^kylosmg Spoiidylitls 

The safety and eflicacy of RE.MICADE were assessed in a randomized, multicenter, double- 
blind, placebo-controlled study in 279 patients with active ankylosing spondylitis. Patients were 
between 18 and 74 years of age, and had ankylosing spondylitis as defined by the modified New 
York criteria for Ankylosing Spondylitis.'* Patients were to have had active disease as evidenced 
by both a Bath Ankylosing Spondylitis Disease Activity Index (BASD.AI) score >4 (possible 
range 0-10) and spinal pain >4 (on a Visual Analog Scale [VAS] of 0-10). Patients with 
complete ankylosis of the spine were excluded from study participation, and the use of Disease 
Modifying Anti-Rheumatic Drugs (DM.ARDs) and systemic corticosteroids were prohibited. 
Doses of REMICADE 5 mg/kg or placebo wctq administered intravenously at W'eeks 0, 2, 6, 12 
and 18. 

At 24 weeks, improvement in the signs and swptoms of ankylosing spondylitis, as measured by 
the proportion of patients achieving a 20% improvement in .AS.AS response criteria (ASAS 20), 
was seen in 60%o of patients in the RP.MICADE -treated group vs. 18% of pa tients in the placebo 
group (p<0.00i). Improvement was obsei^'ed at Week 2 and maintained through Week 24 
(Figure 3 and Table 10). 
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Figure 3 Proportion of patients adilevisig ASAS 20 response 
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ASAS !c-,pochvoi>; ^-.civ 'i:id 2J-/''.>. a.-pca;-- cl) . ft.- pruioni^ ■i.co;-- i-i:; Rl.MiC A\n\ 
compared to 9% and 4%, respectively, for patients receiving placebo (P-'~0.0U1, REMICADE vs. 
placebo). A low level of disease activity (defined as a value <20 [on a scale ot 0-1 Oi.) mmj rn 
o::Lh wTdiC 4 ,\S,\S !c->pon-c par.-incu.r-) .-cincNcd in 2.?*\- <>! RI-MN 'AniM-vrUi.di piUic-i^- 
vs. m plji,ebo-ireaLcd paiicnts 001 ). 



Table 10 Composiesits of aokylosieg sposidylltss disease activity 
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The median nnprovement troni baseline m the general health-related quahiv-ot-life qiiestioiinavre 
SF~''6 pb^-^icdl t-oiiipoiioin suuirnaiv sf ^ic dl Wctl 24 10 2 loi tbt PfMK ADF 'jioup ^ i. 
0.8 tor the placebo group (i^<0.00l}. I here was no change m the Sb-if) mental component 
sumniarv score in either the Rii'.MIC.ADli group or the placebo eroup. 

Results ot this study were similar to those seen in a mnlticenter doiible-bhnd. placebo-coritrolled 
stiidv of 71) pau.ents with ankvlosms spondvlitis. 

14.5 Fsorjaik- ArthsiJis 

SaUU nd oliKdt^ of RTMICADr "vOie s'-c-sod \u a rnuUit oiiU^i double -bjnid, plucbo- 
coniiolkd -!u!^ m 20o ^dulf p dieni vvith acfuc p ouira atkl^l'^ do-pite DMARD oi IsSAID 
therapy {>^ swollen ]omls aiui >5 tender joints) wuh I or more oi the lollowme subtypes: 
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anhriti'- inv.^lvme DIP juuils in 49), artbriUs niutdans iu 3), 3.^smmcUic pctiplieial aUhutn 
(n=40!. polvariicular arthnlis (n=lOU), and spoiidvlitis wiili peripheral arllintis (n=8). Patients 
also had plaque psoriasis with a qnahtyuig tareet lesion >2 cm in diameter, tortv-six percent ot 
patients conlimied on stable doses ol methotrexate {<2^ rne/week). During the 24-week double- 
blind phase, patients received either 5 mg/kg REMICADE or placebo at Weeks 0, 2. t\ 14, and 
22 (lUO patients in each group). At Week 16, placebo patients with -'40% improvement trom 
hi'^Jiue U! bulb -iwoUeu dw\ tUKkt ]om\ counts wac v.^iti.hod to RriVllCADF niduclioii scail^ 
o-^cip>') \\ A- " c)l;il^c>'^ hMto.^p op-,> ^^t. ov.r. R- Mi( '\ ^ i ti c! o! \. 
continued for all patients through Week 46. 

C Unkal. resmme 

(leatnienl \uth R! MK \1)[ re--alted in unpio^euieut in signs and -.vniplonis, ds a'.^es'•edb^ the 
ACB crif iH v\ith SS",,, oi PiMK ADE4ieated patient achievm^ \CP. 20 A W ek II 
compared with 1 1% ot placebo-treated patients {P<- O.UOl ). Ihe response was similar regardless 
of cuncuniUtiU use oi mc!hotic\alc lu)j!iu\ euicril v\as oh<-t-r\cd ai earK is W^ck 2 At 6 
months, the ACR 20/50/70 responses were achieved bv 54%, 41 yo. and 27yo, respectively, ot 
patients receiving Rii'.MICAJJh, compared to 16%. 4%, and 2%, respectively, ot pahents 
iccuviiig placebo SiiHildt iespou-^es nerc st-oii iii palieiit-, witli eath oi die ^nht^ pes oi p'-oiiaiic 
aithritis, although tew patients were enrolled with the arthritis mutilans and spondylitis with 
peripheral arthritis snbtvpes. 

Compared to placebo, treatment with RbMiCADt resulted in improvements in the components 
oi ihc ACR icsp(>u-,e ciitaia a*- wch a-^ m daclxUti-^ and eiitlKsopadi^ sTible 11) The thuical 
ic^poi ac -tNas iiamfamed through Week \ Similar 4CR rc^pon v,eic obacived m ai carli i 
randomi/ed, pkti-ebo-conlnilled siudv ol 104 psoriatic atlhtili-. patients, and the iespoii--es 'veie 
maintained through 98 weeks m an open-label extension phase. 
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I'able 1 1 Composiesits of ACR 20 mul perceetage of patlesits with 1 or more Jossits 
with dactylitis and percentage of patients with esithesopathy at baseline 
and Week 24 



Pahesits Rartdomized fR==lUiJi sn^iOut 

[' h ^'w - r_Ji - 

Paranierer fniedians) 

No of Tender Mntsr' 24 20 20 6 

No. of Svvollen Joinrs^ ]2 9 ]2 3 

Pani'' 6,4 5.6 5,9 2.6 

Phvsiciaivs Global 6,0 4..5 5,6 ]..5 

Assessment' 

Patient's Ulobal 6,1 .5.0 5,9 2..5 

Assessment' 

Disabilitv index (HAQ- 1.1 1.1 1.1 0.5 

Dir 

CRPrmg/dL)' 1.2 0.9 1.0 0.4 

% Patients v/ith 1 or more 41 33 40 15 

digits with dactylitis 

%'Patients v/itii 35 36 42 22 

etithesopathy 

h' U Oft ioi pvtci.nt eh m/; hnm b I'-dmt. m U ronipi, nent- of \( i^ 2'! t ^\ cck 24 P 0 i'f to! ' < of 
patients v- ith dtctylitss and P-i' fl')4 ti! % ot t its cnt itb .;nthe-OT itb\ t ^\ cck 24 
"Scale 0-68 
"Scale 0-66 

'Visual Analog bcaie (U^^^besE. lO— vorsEi 

lie hii V.3.3essirent Queshoimaue m-" sui-^iieui liScjifcLones die.3.3uy mlgmoirmt, ii-uy e ftng 
walking, hygiene, reach, giip. and activities EO==^best. j^^^v.'ors!) 
'Normal range 0-0.6 mg/dL 



lu)j!io\ cniUil ill Psoiia'-i'- Aiea aiul St-\aU"> Indcv fPAh!) in jHouitu firtbiUis pUioois v\ilh 
Ti^oi i bfuh '-<o>' droi \i 'w < ,ii<o>'^ ! R MH ^ )t ' \v i^ iciuv.J ;i 
\\ cd. 14, icgatdle-ss .d coocoinitdul nieUu^iexale use, v,ith 64% uf Rl WK -Iteatcd patseols 
dJ^uniti^ it ]^ 7^»o iniji^-'"! cniuil Iruni bfj-,e]ir)^ \s 2"j o1 jilacebo-iKVJlcd pdliUils; 
r^o!v"^scnc^ \- oj »-,5 v>-,J ! >or^„p. .cr ^ a■^ oat ^ a- Vvt,ck J! M r ) ro'U^s, h P \Si - ard 
P\S] 90 re'=ipon'-e'=i v,ete adue^ed bs 60 > and l"-*"')) re--pectneh ul pauenls receiving 
REMICADE compared to 1% and U%, respectivelv, oi patieiils receiving placebo. The PASI 
rcvponsc \\as g. n^ialh inamtdincd tinough W .ck 54 [Set ijho ( hiiical '^t'i pj-^ iI4 ni] 

R(uhos.rapMc n'spome 

Structural damage in both hands and feet was assessed radio graphicallv bv the change irom 
bi'sJine iii tbt- v m dei lleydo-SlifJip f^dI!-S) ^coic isKxhdedb^ \hc dddUioii o( ]\ii\v\ DIP joints, 
1 he total moddied vdH-Js score is a composite score of stmctiirai damage that measures the 
number and '•i/e id joini cu)'=iiuns and tbc degree ol joint space narto^'ving ! NNj m the liands and 
ie-et. At Week 24, REMICADE-treaied patients had less radiographic progression diaii placebo- 
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treated patients (mean change of -0.70 vs. 0.82, /'<0.001). REMICADE-treated patients also had 
less progression in their erosion scores (-0.56 vs 0.51) and JSN scores (-0.14 vs 0.31). The 
patients in the REMICADE group demonstrated continued inhibition of structural damage at 
Week 54. Most patients showed little or no change in the vdH-S score during this 12-month 
study (median change of 0 in both patients who initially received REMICADE or placebo). More 
patients in the placebo group (12%) had readily apparent radiographic progression compared 
with the REMICADE group (3%). 

Fhyskai functkm 

Physical function status was assessed using the HAQ Disability Index (HAQ-DI) and the SF-36 
Health Survey. JlEMICADE-treated patients demonstrated significant improvement m physical 
function as assessed by H.AQ-Dl (median percent improvement in HAQ-Dl score from baseline 
to Week 14 and 24 of 43% for REMICADE-treated patients vs 0% for placebo-treated patients). 

During the placebo-controlled portion of the trial (24 weeks), 54% of REMICADE-treated 
patients achieved a clinically meaningful improvement in HAQ-DI (>0.3 unit decrease) 
compared to 22% of placebo-treated patients. REMICADE-treated patients also demonstrated 
greater improvement in the SF-36 physical and mental component summaiy scores than placebo- 
treated patients. The responses were maintained for up to 2 years in an open-label extension 
study. 

14,6 Pfaqoe Psoriasis 

The safety and efficacy of REMICADE were assessed in 3 randomized, double-blind, placebo- 
controlled studies in patients 18 years of age and older with chronic, stable plaque psoriasis 
involving >10% BSA, a minimum PAS! score of 12, and who were candidates for systemic 
therapy or phototherapy. Patients with giUtate, pustular, or erythrodermic psoriasis were 
excluded from these studies. No concomitant anti-psoriatic therapies were allowed during the 
study, with the exception of low-potency topical corticosteroids on the face and groin after Week 
10 of study initiation. 

Study I (EXPRESS) evaluated 378 patients who received placebo or REMICADE at a dose of 5 
mg/kg at Weeks 0, 2, and 6 (induction therapy), followed by maintenance therapy every 8 weeks. 
At Week 24, the placebo group crossed over to REMICADE induction therapy (5 rag/kg), 
followed by maintenance therapy every 8 weeks. Patients originally rfffidomized to REMICADE 
continued to receive REMICADE 5 mg/'kg everv 8 weeks through Week 46. Across all treatment 
groups, the median baseline PASI score was 21 and the baseline Static Physician Global 
Assessment (sPGA) score ranged from moderate (52% of patients) to marked (36%) to severe 
(2%). In addition, 75% of patients had a BSA >20%. Seventy-one percent of patients previously 
received systemic therapy, and 82% received phototherapy. 

Study 11 (EXPRESS II) evaluated 835 patients who received placebo or REMICADE at doses of 
3 mg/kg or 5 nig/kg at Weeks 0, 2, and 6 (induction therapy). At Week 14, within each 
REMICADE dose group, patients were randomized to either scheduled (every 8 weeks) or as 
needed (PRN) maintenance treatment through Week 46. At Week 16, the placebo group crossed 
over to REMICADE induction therapy (5 mg/kg), followed by maintenance therapy every 8 
weeks. Across all treatment groups, the median baseline PASI score was 18, and 63% of patients 
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had a BSA >20'Mj. Fifty-five percent of patients previously received systemic therapy, and 64% 
received a phototherapy. 

Study III (SPIRIT) evaluated 249 patients who had previously received either psoralen plus 
ultraviolet A treatment (PUVA) or other systemic therapy for their psoriasis. These patients were 
randomized to receive either placebo or REMICADE at doses of 3 mg/kg or 5 mg/kg at Weeks 0, 
2, and 6. At Week 26, patients with a sPG A score of moderate or worse (greater than or equal to 
3 on a scale of 0 to 5) received an additional dose of the randomized treatment. Across all 
treatment groups, the median baseline PASI score was 19, and the basehne sPGA score ranged 
from moderate (62% of patients) to marked (22%) to severe (3%). In addition, 75%) of patients 
had a BSA >20%. Of the enrolled patients, 1 14 (46%) received the Week 26 additional dose. 

In Studies I, II and III, the primarv' endpoint was the proportion of patients who achieved a 
reduction in score of at least 75%o from baseline at Week 10 by the PASI (P.ASI 75). In Study I 
and Study III, another evaluated outcome included the proportion of patients who achieved a 
score of "cleared" or "minimal" by the sPGA. The sPGA is a 6-category scale ranging from 
"5 ^==^ severe" to "0 === cleared" indicating the physician's overall assessment of the psoriasis 
severity focusing on induration, erythema, and scaling. Treatment success, defined as "cleared" 
or "minimal," consisted of none or minimal elevation in plaque, up to faint red coloration in 
eryth ema, and none or minim al fin e scal e over <5%o of the plaque. 

Study I I also evaluated the proportion of patients who achieved a score of "clear" or "excellent" 
by the relative Physician's Global Assessment (rPGA). The rPGA. is a 6-category scale ranging 
from "6 = worse" to "1 = clear" that was assessed relative to baseline. Overall lesions were 
graded with consideration to the percent of body involvement as well as overall induration, 
scaling, and erythema. Treatment success, defined as "clear" or "excellent," consisted of some 
residual pinkness or pigmentation to marked improvement (nearly normal skin texture; some 
erythema may be present). The results of these studies are presented in Table 12, 
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Table 12 Psoriasis stisdles I, II, und III, Week 10 percentage of patieiits who achieved 
PASI 75 and percentage who achieved treatmesit "success" with physician's 
global assessment 







3 mg/kg 


5mg/l.g 


Psoriasis Study I - patients randomized" 


77 




301 


PAST 75 


2 (3%) 




242 (80%)* 


sPGA 


3(4%) 




242 (80%)* 


Psoriasis Study 11 - patients randomized" 


208 


313 


314 


PAS! 75 


4(2%) 


220 (70%)* 


237 (75%)* 


rPGA 


2(1%) 


217 (69%)* 


234 (75%)* 


Psoriasis Study IH - patients randomized'' 


51 


99 


99 


PAS! 75 


3(6%) 


71 (72%)* 


87 (88%)* 


sPGA 


5 (10%) 




89 (90%)* 



* i'<0.001 compared with plaeebo 

a Patients with missing data at Week 10 were eonsidered as noiiresporiders. 
b Patients with missing data at Week 10 were impiited by last observation. 



In Study 1, in the subgroup of patients witli tiiore extensive psoriasis who had previously 
received phototherapy, 85% of patients on 5 mg/kg REMICADE achieved a PASI 75 at Week 10 
cotiipared with 4% of patients on placebo. 

In Study JL in the subgroup of patients with more extensive psoriasis who had previously 
received phototherapy, 72% and 77% of patients on 3 mg'kg and 5 mg'kg R^EMICADE achieved 
a PASI 75 at Week 10 respectively compared with l%o on placebo. In Study II, among patients 
with more extensive psoriasis who had failed or were intolerant to phototherapy, 70%) and 78% 
of patients on 3 nig'kg and 5 mg/kg REMICADE achieved a PASI 75 at Week 10 respectively, 
compared with 2% on placebo. 

Maintenance of response was studied in a subset of 292 and 297 IltlMICADE-treated patients in 
the 3 mg,'kg and 5 mg'kg groups; respectively, in Study IL Stratified by PASI response at Week 
10 and investigational site, patients in the active treatment groups were re-randomized to either a 
scheduled or as needed maintenance (PRN) therapy, beginning on Week 14. 

The groups that received a maintenance dose every 8 weeks appear to have a greater percentage 
of patients maintaining a P.ASI 75 through week 50 as compared to patients who received the as- 
needed or PRN doses, and the best response was maintained with the 5 mg/kg every 8 -week 
dose. These results are shown in Figure 4. At Week 46, when REMICADE' serum concentrations 
were at trough level, in the every 8-week dose group, 54% of patients in the 5 mg,'kg group 
compared to 36%o in the 3 mg'kg group achieved PASI 75. The lower percentage of PASI 75 
responders in the 3 mg/kg every 8-week dose group compared to the 5 mg/kg group was 
associated with a lower percentage of patients with detectable trough semm infliximab levels. 
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i\d\ W io .vo(l ' ! pail io b.glio dn{!boJ\ rates [see Adverse Reactions (6.1)]. In addition, in 
,i sjb'>." v"^ -w- \\\ 0 i C dohiovod -CNp-nise at Week 10, maintenance of response appears 
■00 e.e<\u: n o<\'epis nit' '-o^-.Aod R MICADE every 8 weeks at the 5 mg/kg dose. 
Ku^^cird v^'vi 0 ^ ^'vhvxl^o J)o r\ ■. nlos' moc do'vi 3 are PRN or every 8 weeks, there is a decHne in 
•( 'p-> ^sc 1 ^ub;''-^p^ i oi Menu ir o ch group over time. The results of Study I through 
\\o^< "^0 ! ibo ^ ' i' osCPv 8 w^ck'v Uenance dose group were similar to the resuUs from 
Study If. 
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■If rfsy Kg ^ntli^ijnrJb 


5 rny.'^^y i^sflixinuib ^ 

qB weeks fn-.^ 150) | 


1 rpN .1 ' 


— S mg/Kq infliximab ^ 
PRN ui l4^Vi 1 



1 igure 4 Fropoi lion oi paticiit^ jiciik-'i mg >75% Imprin emeot in FASI frdm haveUno 
through Week 50; patients raodo mxtd at W eek 14 



Efficacy and safety of REMICADE treatment beyond 50 \%ocks 
patients with plaque psoriasis. 
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16 HOW SUPPIJED/STORACE AND HANDUNG 

Each REMICADE 20 ml. vial is mdividually packaged in a carton, REMICADE is supplied in 

an accnnudator carton containing 10 vials. 

NDC 5789'-1 -030-0 1 1 00 mg vial 
Each single dose vial contains 1.00 mg of infliximab for final reconstitiition volume of 10 m.L. 
Storage ami Stability 

REMICADE imjist be refrigerated at TC to 8^C (36T to 46^F). Do not use REMICADE beyond 
the expiration date (Exp) located on the carton and the vial. This product contains no 
preservative. 

1 7 FAllENl^ COUNSELING INFORM AllON 
17,1 Pssdeiit Coiiiiseliiig 

Patients or their caregivers should be advised of die potential benefits and risks of REMICADE. 
Physicians should instruct their patients to read the Medication (]uide before starling 
REMICADE, therapy and to reread it each, time they receive an infusion. It is important that the 
patient's overall health be assessed at each treatment visit and that any questions resulting from 
the patient's or their caregiver's reading of the Medication Guide be discussed. 

• Immunosuppression 

InhDrm patients that REMICADE may lower the abiHty of their inunune system to fight 
infections. Instruct patients of the importance of contacting their doctors If they develop 
any symptoms of an infection, including tuberculosis and reactivation of hepatitis B vims 
infections. Patients should be counseled about the risk of h/mphoma and other 
malignancies while receivhig REMICADE, 

• Other Medical Conditions 

Advise patients to report any signs of new or worsening medical conditions such as heart 
disease, neurological disease, or autoimmune disorders, .4dvise patients to report any 
symptoms of a cylopenia such as bruising, bleeding or persistent fever. 
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17,2 Medlcatiofi Gsilde 



MEDICATION GUIDE 
REMICADE® (Rem-eh-kald) 
(isifllximab) 

Read the Medicatioi! Guide that comes with REMICADE beff.tre you receive the first treatment, 
and before each time you get a treatment of REMICADE. This Medication Guide does not take 
the place of talking with your doctor about your medical condition or treatment. 

What is the most important Jiiformatlon I should ksiow about RliiMIC'ADIi:? 

REMICADE may cause serious side effects, including: 

\<\\i\( K) cli^^ utiua 0. ...I iM ie i< n \Pi .i^ 'vo-- J . nu^ 

ietCiMtu- RFMK ADf The^e uiftaiuns include tub.Hidosi<- sTB} and UiUau.ti-, wm-^ed bv 
virases. tungi or bacteria that have spread tliroughout the bodv. Some patients have died trom 
these infections. 

• Yonr doctor should test yon for TB before starting REMICADE. 

• Your doctor should monitor ycm closely for signs and symptoms of 1"'B during treatment 
vvith RIliMICADE. 

Before startmg REMIC'ADE, tell your doctor If yon: 

• think you have an infection. You should not start takhig RrAlICA.DE if you have any 
kind of infection. 

• are being treated for an infection 

• have signs of an infection, such as a fever, cough, flu-like symptoms 

• have any open cuts or sores on your body 

• get a lot of infections or have infections that keep coming back 

• have diabetes or an immune system problem. People with these conditions have a higher 
chance for infections, 

• Have TB, or have been in close contact with someone with TB 

• live or have lived in certain parts of the countr}- (such as the Ohio and Alississippi River 
valleys) where there is an increased risk for getting certain kinds of fungal infections 
(histoplasmosis, coccidioidomycosis, or bk^stomycosis). These infections may develop or 
become more severe if you take REMICADE. If you do not know if you have hved in an 
area where histoplasmosis, coccidioidomycosis, or blastomycosis is common, ask your 
doctor. 

• have or have had hepatitis B 

• use the medicine Kineret (anakinra) 
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After starting REMIC14DE, if you have an infection, any sign of an infection including a 
fever, cough, flu-like svmptoms, or have open cuts or sores on your body, call your doctor 
right away. REMICADE can make 3/011 more Hkely to get infections or make any infection that 
you liave worse, 

• There have been cases of uimsual cancers m children and teenage patients usuig TNF- 
blocking agents. 

• For children and adults taking I'NF-blocker medicines, Including Rli-^MKlADli, the 
chances of getting lymphoma or other cancers may increase, 

• People who have been treated for rheumatoid arthritis, Crohn's disease, ankylosing 
spondylitis, psoriatic arthritis and plaque psoriasis for a long time may be more likely to 
develop lymphoma. This is especially true for people with very active disease. 

• Some patients with Crohn's disease or ulcerative colids who have received REMICADE 
have developed a rare type of cancer called Hepatosplenic T-cell Lymphoma. Most of 
these patients were teenage or young adult males. This type of cancer results in death. All 
of these patients had also received daigs known as azathiopiine or 6-mercaptopiirine 
together with REMICADf' , 

• Patients widi COPD (a specific ivi^e of king disease) may have an increased risk for 
getting cancer while being treated with REMICADE. 

• Tell your doctor If yon have ever had any type of cancer. Discuss with your doctor any 
need to adj'nst medicines yon may be taking. 

See the section "What are the possible side effects of Rli:MK]ADIi:?" below for more 
information. 

What is REMICADE? 

Rli-^MICIADE! is a prescription medicine that is approved for patients with: 

• Rheumatoid Arthritis - adults with moderately to severely active rheumatoid arthritis, 
along widi the medicine methotrexate 

• Crohn's Disease - children over the age of 6 and adults with Crohn's disease who have 
not responded well enougli to other medicines 

• Ankylosing Spondylius 

• Psoriatic Arthritis 

• Plaque Psoriasis - adult patients with plaque psoriasis that is chronic (doesn't go away) 
severe, extensive, and/or disabling. 

• Ulcerative Colitis - adults with moderately to severely active ulcerative colitis who have 
not responded well enough to other medicines. 

REMICADE blocks the action of a protein in your body called tumor necrosis factor-alpha 
(TNF~alplia). TNF-alpha is made by your body's inurmne system. People with certain diseases 
have too much TNF-alpha that can cause die immune system to attack normal healthy parts of 
the body, REMK^'ADE: can block the damage caused by too much TNF-alpha, 
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Who shoisid s?ot receive REMICADE? 



Ycm should not receive REMICADE if you have: 

• heart faihire, unless your doctor has exammed you and decided dial you are able to take 
REMICADE. Talk to your doctor about your heart failure. 

• had an allergic reaction to JIEMICADE, or any of the other ingredients in REMICADE. 
See the end of this Medication CJuide tor a complete list of ingredients in REiMK'AEJE. 

What should 1 Ml my doctor before startii^g treatment with REMK'ADE-? 

Your doctor will assess yonr health before each treatment. 

Teh your doctor about all of your medical conditions, including if you; 

• have an infection (see "What Is the most Importasit isiformatloii I should know about 
REMICADE?"). 

• have other liver problems including liver failure. 

• have heart failure or other heart condhions. If 3/011 have heart failure, it ma\' get worse 
vvhile you take REMICADE. 

• have or have had any type of cancer. 

• have had phoiodierapy (treatment with ultraviolet light or sunlight along with a medicine 
to make your skin sensitive to light) for psoriasis. You may have a higher chance of 
getting skin cancer while receiving REMICADE. 

• have COPD (Chronic Obsinictive Pulmonaiy Disease), a specific type of lung disease. 
Patients with COPD may have an increased risk of getting cancer while taking 
REMICADE. 

• ha ve or have had a condition diat affects your nervous system such as 

• multiple sclerosis, or Guiilain-Barre syndrome, or 

• if you experience any numbness or tingling, or 

• if you have had a seizure. 

• have recently received or are scheduled to receive a vaccine. Adults asie! chlldreM 
should not receive a live vaccme while taicmg RE.MIC4DE.. Children with Oohn's 
disease should have ah of their vaccines brought up to date before starthig treatment with 
REMICADE. 

• are pregnant or planning to become pregnant. It is not known if REN'IK;'' A];)B: harms your 
unborn baby. REMICADE sliould be given to a pregnant woman only if clearly needed. 
Talk to \T)ur doctor about stopping i^EMICADE if \t)u are pregnant or planning to 
become pregnant. 

• are breast-feeding or planning to breast-feed. It is not known whedier REMICADE 
passes into your breast milk. Talk to your doctor about the best way to feed your baby 
while taking REMICADIL You should not breast-teed while taking REMICADIL 
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How should I receive REMICADE? 



• You will be given REMICADE through a needle placed in a vein {IV or intravenous 
infasion) In your arm. 

• Your doctor may decide to give you medicine before starting die REMICADE infusion to 
prevent or lessen side effects. 

• (3nly a healthcare professional should prepare tlie medicine and administer it to you. 

• REM 1C.4DE will be given to you over a period of about 2 hours. 

• If yoix have side effects from REMICADE, the infusion may need to be adjusted or 
stopped. In addition, your healthcare professional may decide to treat your symptoms. 

• A healthcare professional will monitor you during the REMICADE infusion and for a, 
period of time afienvard for side effects. Your doctor may do certain tests while you are 
taking REMICADE to monitor you for side effects and to see how well you respond to 
the treatment. 

• Your doctor will determine the right dose of REMICADE for yon and how often 3/ou 
should receive it. Make sure to discuss with your doctor when you will receive infusions 
and to come hi for all your hifusions and follow-up appointn\ents. 

What should I avoid while recelvlog REMICADE? 

Do not take REM ICADE and the medication KINERET (analdnra) together. 

Tell your doctor about all the medicmes yoo take, including prescription and non-prescription 
medicines, vitamins, and herbal supplements. 

Know the medicines you take. Keep a list of your medicines and shov/ them to your doctor and 
pharmacist when you get anew medicine. 

What are the possible side effects of REMICADE? 

Remicade can cause serious side effects, including: 

See "Wiiat Is tiie most Importasst iuformatloo I should ks?ow about ilEMICADE?". 
Serious Infectiong 

• Some patients have had serious infections while receiving REMICADE. These serious 
infections include IB and infections caused by viruses, fungi, or bacteria that have spread 

throughout the body. Some patients die from these infections. If you get an infection 
while receiving treatment with REMICADE your doctor will treat your infection and may 
need to stop your REMICADE treatment. 

• Tel] your doctor right away if you have any of the following signs of an hifection wlu'le 
taking or after taking RE^MICADE: 

• a fever 

• feel very tired 

• have a cough 

• have flu-like symptoms 
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• vv arm , red o r pa i n ft! I sii i n 

• Your doctor will examiire you for TB and perform a test to see if you have TB, If your 
doctor feels that you are ai risk for TB, you may be treated with medicine for TB before 
you begin treatment with REMiC'ADf'; and during treatmexu with Ri:';M IClAJ:)!?. 

• Fvcr; if youi- I B ic;->i i-ogrUive. youi" docioi" should ca-cfuHy n-oniLO!' you \<>\ TB 
sr:!Vctiop:S vvi-iis; you are Uiking R.hivUfAi/.)!^. Paiieuts vv|:o j^ad a oegathe TB ■Ain icii 
before receiving REMIGADJ:' have developed active TB. 

• If you are a chronic carrier of the hepatitis B virus, the virus can become active vvhile you 
are being treated uith RhMSCADri. In so'me cases, patients have died as a result of 
hepatitis B virus being reactivated. Your doctor may do a blood test before you start 
treairuent v. itii REfvHCADE: and £>ccasionaiiy Vvhiie you beip:-; tre.':ted. Tell your 
doctor if you have any of the followung symptoms: 

• feel uTuvell 

• poor appetite 

• tiredness (fatigue) 

• fever, skin rash and/or joint pain 

Heart Failure 

If you have a heart problem called congestive heart faihrre, your doctor should check you closely 
while you are takhrg Rr^MICA.DE. Your congestive heart failure may get worse while you are 
taking REMICADE. Be sure to tell your doctor of any new or worse symptoms including: 

• shortness of breath 

• swelling of ankles or feet 

• sudden weight gain 

Treatment with REMICADE may need to be stopped if you get new or worse congestive heart 
feilure. 

I.iver Injury 

In rare cases, some patients taking REMICADE have developed serious liver problems. Tell 
your doctor if yon have 

• jaundice (skin and eyes tumhig yellow) 

• dark brown-colored urine 

• pain on the right side of j/onr stomach area (rtght-sided abdominal paiii) 

• fever 

• extreme tiredness (severe fatigue) 
Blood Problems 

In some patients taking Rr^MICA.DE, tlie body may not make enough of the blood cells tliat help 
fight infections or help stop bleeding. Tell your doctor if you 

• have a fever that does not go away 

• bruise or bleed very easily 

• look ver}'- pale 

Nei^^ou^i.System.Diso^^ 

lii rare cases, patients taking REMICADE have developed probletns with their nervous system. 
Tell your doctor if you have 
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• chaxiges In your vision 

• vv'eakness in your arrns a.nd/or legs 

• numbness or tingling in any part of your body 

• seizures 

Allergic Reactions 

Some patients have had allergic reactions to RliMK'ADE. Some of these reactions were severe. 
These reactions can happen while you are getting your REMICADF; treatment or sliortly 
aftenvard. Your doctor may need to stop or pause your treatment with REMICADE and may 
give you medicines to treat the allergic reaction. Signs of an allergic reaction can include: 

• hives (red, raised, itchy patches of skin) 

• difficidty breathing 

• chest pain 

• high or low blood pressure 

• fever 

• chills 

Some patients treated with REM1C.4DE have had delayed allergic reactions. The delayed 
reactions occurred 3 to 12 days after receiving treatment with REMICADE. Tell your doctor 
right away if yon have any of these signs of delayed allergic reaction to REMICADE: 

• fever 

• rash 

• headache 

• sore throat 

• muscle or joint pain 

• swelling of the face and hands 

• di f fi culty s wal I o wmg 

Lupus-like Sviidrome 

Some patients have developed symptoms that are like the symptoms of Lupus. If you develop 
any of the following symptoms, your doctor may decide to stop your treatment witli 
REMICADE. 

• chest discomfort or pain that does not go away 

• shortness of breath 

• joint pain 

• rash on the cheeks or arms that gets worse in the sun 
Psoriasis 

Some people using REMICADE had new psoriasis or worsening of psoriasis they already had. 

Tell your doctor if you develop red scaly patches or raised bumps on the skin that are filled with 
pus. Your doctor may decide to stop your treatment with REMICADE. 



52 of 53 



The most commos? side effects of REMICAOE are 



• respirator}' infections, sncii as sirais infections and sore throat 

• headache 

• rash 

• coughing 

• stomach pain 

Children who look REMICADE in studies for Crohn's disease showed some differences in side 
effects compared with adults who took REMICADE for Crohn's disease. The side effects that 
happened more hi children were: anemia (low red blood cells), blood hi stool, leukopenia (low 
white hiood cells), flushing (redness or bhishmg), viral infections, neutropenia (low neutrophils, 
the while blood cells that fight infection), bone fracture, bacterial infection and allergic reactions 
of the breathing tract. 

Tell your doctor about any side effect that bothers you or does not go away. 

These are not all of the side effects with REMICADE. Ask your doctor or pharmacist for more 

information. 

Geiieral iiiformatioii ssbo^it REMICADE 

Medicines are soniehnies prescribed for purposes that are not mentioned in Medication (jiddes 
or patient information sheets. Do not use REMICADE for a condition for which it was not 
prescribed. 

This infonnation sheet summarizes the most important information about REMICADE. You can 
ask your doctor or pharmacist for information about REMICADE that is written tor health 
professionals, 

Oill your doctor for medical advice about side effects. You may repoxt side effects to FDA at 1- 
800-FDA4088. 

For more infonnation go to www.remicade.corn, or call 1 ~80()-4.57~639Sl 
What are the mgredsej^ts m REMICADE? 
The active ingredient is Intliximab. 

The inactive ingredients in REiMJCADli- include: sucrose, polysorbate 80, monobasic sodium 
phosphate monohydrate, and dibasic sodium phosphate diliydrate. No preservatives are present. 

Product developed and manufactured by: 

Centocor Oitho Biotech Inc. License # 1821 

200 Great Vallej' Parkwaj/ 
Malvern, PA 19355 

Revised November 2009 ©Centocor Ortho ISiolech Inc. 2009 

25R1 00,51 

This Medication Guide has been approved by the U.S. Food and Daig Administration 



53 of 53 



